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PROTOCOL SYNOPSIS
Gilead Sciences, Inc.

333 Lakeside Drive
Foster City, CA 94404
USA

Study Title: A Phase 3, Randomized, Double-blind, Placebo and

Adalimumab-controlled Study to Evaluate the Efficacy and Safety of
Filgotinib in Subjects with Active Psoriatic Arthritis Who Are Naive
to Biologic DMARD Therapy

IND Number: 115510
EudraCT Number: 2019-001996-35
Clinical Trials.gov

Identifier: NCT04115748

Study Sites Approximately 430 sites

Planned:

Objectives: The primary objective of this study is:

e To evaluate the effect of filgotinib compared to placebo in active
psoriatic arthritis (PsA) as assessed by the American College of
Rheumatology 20% improvement (ACR20) response at Week 12

Secondary objectives of this study are:

e To evaluate the effect of filgotinib on core domains of PsA as
assessed by Minimal Disease Activity (MDA) and Very Low
Disease Activity (VLDA), ACR responses, Psoriasis Area and
Severity Index including Body Surface Area (PASI including
BSA) responses, Spondyloarthritis Research Consortium of
Canada Enthesitis Index and Leeds Enthesitis Index (SPARCC
Enthesitis Index and LEI), Leeds Dactylitis Index (LDI), Psoriatic
Arthritis Disease Activity Score (PASDAS), Disease Activity
Index for Psoriatic Arthritis (DAPSA), Modified Nail Psoriasis
Severity Index (mNAPSI), and Physician’s Global Assessment of
Psoriasis (PhGAP)

e To evaluate the effect of filgotinib on physical function in active
PsA as assessed by Health Assessment Questionnaire — Disability
Index (HAQ-DI)
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e To evaluate the effect of filgotinib on fatigue and quality of life in
active PsA as assessed by Functional Assessment of Chronic
[llness Therapy — Fatigue Scale (FACIT-Fatigue), 36-item
Short-Form Health Survey Version 2 (SF-36v2), and 12-item
Psoriatic Arthritis Impact of Disease (PsAID-12)

e To evaluate the efficacy of filgotinib versus adalimumab in active
PsA as assessed by ACR20 response

e To evaluate the safety and tolerability of filgotinib
e See Section 2 for full list of study objectives

Study Design: This is a randomized, double-blind, placebo- and active-controlled,
Phase 3 study in adult male and female subjects with active PsA who
have had an inadequate response or intolerance to 1 or more therapies
for PsA, such as conventional synthetic disease-modifying
anti-rheumatic drugs (csDMARDs), apremilast and / or non-steroidal
anti-inflammatory drugs (NSAIDs), but have never received a biologic
DMARD (bioDMARD) for PsA or psoriasis.

The study consists of two parts, the Main Study: Screening through
Week 16 (inclusive) and the Long Term Extension (LTE): after
Week 16 for 2 years.

After all subjects have completed the Week 16 Visit or have
permanently discontinued the study prior to Week 16, the treatment
assignments will be unblinded to the Sponsor only. The subjects and
investigators will remain blinded to individual level treatment
assignment.

Part 1 — Main Study (Screening through Week 16):

Approximately 854 subjects will be randomized in a 2:2:1:2 ratio to
one of 4 dosing groups as outlined below.

Randomization will be stratified by geographic region and concurrent
use of csDMARD(s) and / or apremilast at randomization (yes or no).

Subjects will be permitted, but are not required, to continue stable
doses of background csDMARD(s), apremilast, and / or NSAIDs.
Every effort should be made to maintain stable background therapy for
PsA treatment through the completion of the Week 16 Visit.
Instructions for rescue therapy are detailed in Section 5.4.
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Dosing groups in the Main Study:

e Filgotinib 200 mg group: filgotinib 200 mg once daily + placebo
to match (PTM) filgotinib 100 mg once daily + PTM adalimumab
subcutaneous (SC) injection once every two weeks (q2w)

e Filgotinib 100 mg group: PTM filgotinib 200 mg once
daily + filgotinib 100 mg once daily + PTM adalimumab SC
injection q2w

e Active comparator group: PTM filgotinib 200 mg once
daily + PTM filgotinib 100 mg once daily + adalimumab 40 mg
SC injection q2w

e Placebo control group: PTM filgotinib 200 mg once daily + PTM
filgotinib 100 mg once daily + PTM adalimumab SC injection q2w

NOTE: All subjects will discontinue adalimumab / PTM injections by
the Week 16 Visit (the last injections should be at approximately
Week 14).

Part 2 — LTE (After the Week 16 Visit for 2 vears):

After completion of the Main Study, subjects who have not
permanently discontinued study drug will continue on to the LTE as
follows:

e Those who were assigned to the filgotinib groups will continue on
the same study drug assignments

e Those who were assigned to the placebo or active comparator
groups will be reassigned 1:1 in a blinded fashion to filgotinib
200 mg or 100 mg once daily

Dosing groups in the LTE:

e Filgotinib 200 mg group: filgotinib 200 mg once daily + PTM
filgotinib 100 mg once daily

e Filgotinib 100 mg group: PTM filgotinib 200 mg once
daily + filgotinib 100 mg once daily

Discontinuation of Study Drug:

For the first 16 weeks of study participation, subjects who temporarily
interrupt or permanently discontinue study drug for any reason are to
continue with study visits and assessments through the Week 16 Visit,
per Section 3.5 unless the subject withdraws consent, is lost to
follow-up, and / or continued participation in the study is medically
contraindicated, per investigator’s judgment. Study drug interruption
and discontinuation considerations are outlined in Section 3.5. All
subjects who permanently discontinue study drug should continue to
receive standard of care treatment for their PsA including additional
therapies, if required.
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Discontinuation of Study Participation:

If a subject is unable to complete the study through the Week 16
Visit, and has received at least one dose of study drug, the subject
will complete an Early Termination (ET) Visit at the time of study
discontinuation. Subjects will also complete a post-study follow-up
visit approximately 4 weeks later (Safety Follow-up Visit).

After the Week 16 Visit, subjects who permanently discontinue study
drug for any reason are to discontinue the study. Subjects who exit
the study early, regardless of dosing duration, are to complete an ET
Visit and a Safety Follow-up Visit.

Part1: Main Study Part2: Long Term Extension

Day 1 Week 16 ~2.25 years
! 'l J
I T 1

FIL 200 mg (n=244)

Screening

FIL 100 mg (n=244)
(<28 days) 9 )

[ FIL 200 mg

FIL 100 mg

| FIL 200 mg

FIL 100 mg

Randomization Re-Randomization
(2:212) (1)

Adalimumab 40 mg
(n=122)

£
5
z
g
§

Placebo (n=244)

Number of Subjects  Approximately 854
Planned:
Target Population: Subjects with active PsA despite non-bioDMARD therapies:

csDMARD(s), apremilast and / or NSAID(s)

Duration of
Treatment:

Approximately 2.25 years

Diagnosis and Main
Eligibility Criteria:

CONFIDENTIAL

For a complete list of study inclusion and exclusion criteria, please
refer to Section 4.2 and 4.3.

Key Eligibility Criteria

Key Inclusion Criteria:

e Male or female subjects who are 18-75 years of age (19-75 years
of age at sites in Republic of Korea, 20-75 years of age at sites in
Japan and Taiwan) on the day of signing initial informed consent

e Meet Classification Criteria for Psoriatic Arthritis (CASPAR) and
have a history consistent with PsA >6 months at Screening
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Have active PsA defined as >3 swollen joints (from a 66 swollen
joint count [SJC]) and >3 tender joints (from a 68 tender joint
count [TJC]) at Screening and Day 1; these may or may not be
the same joints at Screening and Day 1

Must have a documented history or active signs of at least one of
the following at Screening:

a) Plaque psoriasis
b) Nail changes attributed to psoriasis

Have had inadequate response or intolerance to >1 csDMARD,
apremilast and / or NSAID, administered over the course of
>12 weeks for the treatment of PsA, as per local

guidelines / standard of care

If continuing csDMARD(s) during the study, subjects are
permitted to use only a maximum of 2 of the drugs as outlined
in Section 4.2 and must have been on this treatment for

>12 consecutive weeks prior to Screening, with a stable dose and
route of administration (defined as no change in prescription) for
>4 weeks prior to Day 1

Concomitant NSAIDs or corticosteroids are permitted as
specified in Sections 4.2 and 4.3.

Kevy Exclusion Criteria

Prior PsA or psoriasis treatment with a bloDMARD
Prior exposure to a JAK inhibitor >2 doses
Any active / recent infection, as specified in Section 4.3

Any chronic and / or uncontrolled medical condition that would
put the subject at increased risk during study participation or
circumstances which may make a subject unlikely or unable to
complete or comply with study procedures and requirements, per
investigator judgement

Any moderately to severely active musculoskeletal or skin
disorder other than PsA or plaque psoriasis that would interfere
with assessment of study parameters, as per judgement of
investigator

NOTE: Prior history of reactive arthritis or axial spondyloarthritis is
permitted if there is documentation of change in diagnosis to PsA or
additional diagnosis of PsA
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Any history of an inflammatory arthropathy with onset before age
16 years old

Active autoimmune disease that would interfere with assessment
of study parameters or increase risk to the subject by participating
in the study (e.g. uveitis, inflammatory bowel disease,
uncontrolled thyroiditis, systemic vasculitis, transverse myelitis),
per judgement of investigator

Presence of any extra-articular manifestations typically associated
with rheumatoid arthritis (RA), such as rheumatoid nodules,
rheumatoid lung, or other signs / symptoms, as per judgement of
investigator

Pregnancy or nursing females
Active drug or alcohol abuse, as per judgement of investigator

Unwilling or unable to follow protocol requirements

Magnetic Resonance Imaging (MRI) Investigation Key Eligibility
Criteria

Key MRI Inclusion Criteria:

Subject must fulfill criteria for entry to the Main Study

Subject must have PsA joint involvement at a minimum in one
hand / wrist as confirmed by the investigator at Screening. The
same hand / wrist (R or L) should be imaged at all subsequent
MRIs, regardless of PsA activity.

Subject’s baseline MRI must fulfill at least one of the below
criteria by central reading:

a) Definitive intra-articular MRI synovitis
OR
b) Definitive MRI osteitis

Key MRI Exclusion Criteria

NOTE: Subject may still participate in the Main Study / LTE if
ineligible for the MRI investigation. Reasons for ineligibility may
include, but are not limited to:

Inability or medical contraindication for an MRI examination
(e.g. presence of a pacemaker, defibrillator, or other
contraindicated implanted metallic device, such as anterior
interbody cages, aneurysm clip or pedicle screws, severe
claustrophobia or weight >350 1bs./158 kg)

Metallic fragments embedded anywhere in the body OR
pigment-containing tattoos in the area of examination
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e Known or potential risk of adverse reaction to gadolinium-based
contrast agents, including but not limited to, allergy or
compromised renal function, per investigator judgement

e Very difficult peripheral intravascular access

¢ Site or region was not selected by Sponsor to perform MRIs

Study Procedures/
Frequency:

Refer to Study Procedures Table Appendix 2.

Test Product, Dose,
and Mode of
Administration:

200 mg filgotinib orally once daily
100 mg filgotinib orally once daily

Reference Therapy,
Dose, and Mode of
Administration:

Adalimumab 40 mg SC injection (active comparator) or PTM SC g2w
PTM filgotinib 200 mg orally once daily
PTM filgotinib 100 mg orally once daily

Criteria for
Evaluation:

Safety:

Efficacy:

CONFIDENTIAL

Safety will be assessed by the documentation of AEs, physical
examinations, vital signs, and clinical laboratory parameters at
specified time points during the study.

The primary endpoint is the ACR20 response at Week 12.
The key secondary endpoints include:

e ACRS50 response at Week 12

e (Change from Baseline in HAQ-DI at Week 12

e Change from Baseline in SF-36v2 physical component summary
(PCS) at Week 16

e Change from Baseline in LEI at Week 16, in subjects with
enthesitis at Baseline

e Psoriasis Area and Severity Index 75% improvement (PASI75)
response at Week 16, in subjects with psoriasis covering >3% of
the BSA at Baseline
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e MDA response at Week 16
e Change from Baseline in FACIT-Fatigue at Week 16

¢ Change from Baseline in LDI at Week 16, in subjects with
dactylitis at Baseline

Statistical Methods:

CONFIDENTIAL

The primary analysis set for efficacy analyses will be the Full
Analysis Set, which includes all randomized subjects who received at
least one dose of study drug. The primary analysis set for safety
analyses will be the Safety Analysis Set, which includes all subjects
who received at least one dose of study drug.

All continuous efficacy endpoints will be summarized using an
8-number summary (n, mean, standard deviation [SD],

median, 1%quartile [Q1], 3" quartile [Q3], minimum, maximum) by
treatment group. All categorical efficacy endpoints will be
summarized with the number and percentage of subjects who meet the
endpoint or category definition by treatment group.

Safety endpoints will be summarized with the number and percentage
of subjects with events or abnormalities for categorical values or
8-number summary (n, mean, SD, median, Q1, Q3, minimum,
maximum) for continuous data by treatment group.

A pre-specified Week 16 analysis is planned after all randomized
subjects have completed their Week 16 Visit (or prematurely
discontinued from the study prior to Week 16). The time point of the
primary efficacy endpoint is Week 12. The time points of the key
secondary efficacy endpoints are either Week 12 or Week 16.

The primary efficacy estimand corresponds to the treatment policy
strategy. A logistic regression analysis with treatment groups and
stratification factors in the model will be used to analyze the primary
endpoint.

The graphical approach to sequentially rejective multiple test
procedures (Appendix 6 and Appendix 7) will be used to control a
family-wise type I error rate at 5% (i.e. a@ = 0.05). Within each
filgotinib dosing regimen, the primary hypothesis will be first tested
at o/2. If the primary hypothesis is rejected, then the next secondary
hypothesis in the same filgotinib dosing regimen will be tested at o/2.
Testing of the hypotheses happens sequentially in the same filgotinib
dosing regimen. Once all hypotheses within the same filgotinib
dosing regimen are rejected, then the respective a/2 can be passed on
to the other regimen’s hypotheses, that is, all hypotheses in the other
filgotinib dosing regimen will be tested at o level.

Page 14 17 April 2020



Filgotinib
Protocol GS-US-431-4566
Gilead Sciences, Inc.

Final
Amendment 2

Two safety estimands, treatment policy and while on treatment, will
be applied for the safety analysis.

Sample size is determined based on the non-inferiority test of each
filgotinib group compared to the adalimumab group on the ACR20
response rate at Week 12. When assuming the ACR20 response rate
being 52% and 60% for the adalimumab and each filgotinib group,
and 38.6% for the placebo group, 244 subjects in each filgotinib
group and placebo group, and 122 subjects in the adalimumab group
are required to obtain 90% power at a two-sided 0.025 significance
level to demonstrate that filgotinib group preserves more than 50% of
the effect of adalimumab with respect to the ACR20 response rate at
Week 12.

A sample size of 244 subjects in each filgotinib group and the placebo
group will provide over 95% power to detect a difference in ACR20
response rate of 21.4% at Week 12 (38.6% and 60% for the placebo
group and each filgotinib group, respectively) using a two-sided
0.025 significance level superiority test.

In summary, the total sample size will be approximately 854 subjects.

This study will be conducted in accordance with the guidelines of Good Clinical Practice (GCP)
including archiving of essential documents.

CONFIDENTIAL
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GLOSSARY OF ABBREVIATIONS AND DEFINITION OF TERMS

Ab

ACR
ADA
ADL
ADME
AE

ALT
anti-TNF
ApoAl /B
AST

ATP

AUC
bioDMARD
BSA
CASPAR
CD

CES

CIA

CK

CNS
eCRF
CRO

CRP
csDMARDs
CSR
CTCAE
CVEAC
CYP
DAPSA
DAS28
DBP
DLQI
DMC
DSS

ECG

EDC
EQ-5D-5L
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antibody

American College of Rheumatology

adalimumab

Activities of Daily Living

absorption, distribution, metabolism, and excretion
adverse event

alanine aminotransferase

anti-tumor necrosis factor

Apolipoprotein A1 /B

aspartate aminotransferase

adenosine triphosphate

area under the curve
I
biologic DMARD

body surface area

Classification Criteria for Psoriatic Arthritis
Crohn’s disease

carboxylesterases

collagen-induced arthritis

creatine kinase

central nervous system

electronic case report form

contract research organization

C-reactive protein

conventional synthetic disease-modifying anti-rheumatic drugs
clinical study report

Common Terminology Criteria for Adverse Events
Cardiovascular Event Adjudication Committee
cytochrome P450

Disease Activity in Psoriatic Arthritis

Disease Activity Score 28

diastolic blood pressure

Dermatology Life Quality Index

Data Monitoring Committee

dextran sulphate sodium

electrocardiogram

Electronic Data Capture

EuroQol 5 Dimensions with 5 Levels
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eSAE
ET
FACIT-Fatigue
FAS
FDA
GCP

GI

GSI

h
HAQ-DI
HbAlc
HBsAg
HBV
HCRU
HCV
HDL
HDPE
hERG
HIV
HLA-B27
HLGT
HLT
HR

1B

IBD
IC50
ICF

ICH

IL
IRB/IEC
IXRS
JAK
LDA
LDI
LDL
LEF
LLT
LTE
MACEs
MCS
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Electronic Serious Adverse Event

Early Termination

Functional Assessment of Chronic Illness Therapy — Fatigue Scale
Full Analysis Set

Food and Drug Administration

Good Clinical Practice

gastrointestinal

Gilead Sciences, Inc.

hours

Health Assessment Questionnaire - Disability Index
Hemoglobin Alc

HBYV surface antigen

hepatitis B virus

Healthcare Resource Utilization Questionnaire
hepatitis C virus

high-density lipoprotein

high density polyethylene

human ether-a-gogo related gene

human immunodeficiency virus

Human Leukocyte Antigen B27

High-Level Group Term

High-Level Term

heart rate

investigator’s brochure

inflammatory bowel disease

inhibitory concentration

Informed consent form

International Conference on Harmonization
interleukin

Institutional Review Board or Independent Ethics Committee
Interactive Voice / Web Response System
janus kinase

low disease activity

Leeds Dactylitis Index

low-density lipoprotein

leflunomide

Lower-Level Term

Long Term Extension

major adverse cardiovascular events

Mental Component Score
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MDA
MedDRA
MMRM
mNAPSI
MSS
MRI
MTX
NOELs
NSAIDs
NYHA
OATs
PASDAS

PASI including BSA

PASI7S
PCS

PD

PDE4
PEG
PGADA
PGAPI
P-gp
PhGADA
PhGAP
PK

PROs
PsA
PsAID-12
PsAMRIS
PsARC
PT

PTM
PVE

Ql

q2w

Q3

qd

QFT

RA
SADRs
SAE
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Minimal Disease Activity

Medical Dictionary for Regulatory Activities
mixed-effect model repeated measures
Modified Nail Psoriasis Severity Index
Medical Safety Science

Magnetic Resonance Imaging
methotrexate
no-observed-effect-levels
non-steroidal anti-inflammatory drugs
New York Heart Association

organic anion transporters

Psoriatic Arthritis Disease Activity Score

Psoriasis Area and Severity Index including Body Surface Area

Psoriasis Area and Severity Index 75% improvement
physical component summary

pharmacodynamics

phosphodiesterase 4

polyethylene glycol

Patient’s Global Assessment of Disease Activity
Patient’s Global Assessment of PsA Pain Intensity
P-glycoprotein

Physician’s Global Assessment of Disease Activity
Physician’s Global Assessment of Psoriasis
Pharmacokinetic

Patient Reported Outcomes

psoriatic arthritis

12-item Psoriatic Arthritis Impact of Disease
Psoriatic Arthritis Magnetic Resonance Imaging Score
Psoriatic Arthritis Response Criteria

Preferred Term

placebo to match

Pharmacovigilance and Epidemiology

Ist quartile

Once every two weeks

3rd quartile

Once daily

QuantiFERON® TB Gold Plus

rheumatoid arthritis

serious adverse drug reactions

Serious adverse events
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SAP

SBP

SC

SD

SF-36v2

ST

SIC66 / TIC68
SmPC

SOPs

SPARCC Enthesitis
Index and LEI

SSZ
STAT
SUSARs
TB
TBNK
TDC
TEAEs
Tgras
TNF-a
TYKs

ucC
UGTs
ULN
viPBMCs
VHP

VL
VLDA
WPAI-PsA
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Statistical Analysis Plan

systolic blood pressure

subcutaneous

standard deviation

36-item Short-Form Health Survey Version 2
International System of Units

Swollen and Tender Joint Count

Summary of Product Characteristics

Standard Operating Procedures

Spondyloarthritis Research Consortium of Canada Enthesitis Index and Leeds Enthesitis

Index

sulfasalazine

signal transducer and activator of transcription
suspected unexpected serious adverse reactions
Tuberculosis

T and B lymphocyte and natural killer

Tender dactylitis count

Treatment-Emergent Adverse Events

transgenic

tumor necrosis factor o

tyrosine kinases

Ulcerative Colitis

uridine 5’-disphosphate glucuronosyltransferases
upper limit of normal

viably frozen peripheral blood mononuclear cells
Voluntary Harmonisation Procedure

Viral load

Very Low Disease Activity

Work Productivity and Activity Impairment for Psoriatic Arthritis
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1. INTRODUCTION

1.1. Background

Psoriatic arthritis (PsA) is an inflammatory joint disease associated with psoriasis and
characterized by heterogeneous musculoskeletal phenotypes that involve multiple domains
including the peripheral joints, axial skeleton, tendon and ligament insertion sites (enthesitis) and
digits (dactylitis). PsA occurs in approximately 30% of psoriasis patients {Gladman 2005}. In
the majority of cases (75%) psoriasis precedes joint disease, but in some cases (15%) the onset is
synchronous and in 10% arthritis precedes psoriasis. In the latter, unrecognized psoriasis may be
found or there may be a history of widespread guttate psoriasis in childhood or a strong family
history {Ritchlin 2017}.

PsA occurs with equal frequency in males and females. The arthritis in PSA commonly involves
distal joints and has the tendency to distribute in a ray pattern where all the joints of a single digit
are more likely to be affected. The presence of erythema over affected peripheral joints,
asymmetrical spinal involvement, and enthesitis are also typical features of PsA

{Gladman 2005}. PsA belongs to the group of spondyloarthropathies with spondylitis being
present in up to 40% of patients. The extra-articular features observed in PsA are similar to other
spondyloarthropathies including mucous membrane lesions, iritis, urethritis, diarrhea and aortic
root dilatation, and association with Human Leukocyte Antigen B27 (HLA-B27)

{Gladman 2005} .

First-line treatment traditionally consists of NSAIDs and csDMARDs such as sulfasalazine
(SSZ), methotrexate (MTX) and leflunomide (LEF). These drugs remain a mainstay of therapy
where there is limited access to biological agents {Gossec 2012}. The arrival of anti-tumor
necrosis factor (anti-TNF) agents over a decade ago dramatically increased the treatment
armamentarium for PsA leading to improved outcomes for both skin and joint disease
{Gladman 2007, Mease 2006}. Nevertheless, anti-TNF agents do not work in all patients and
response may diminish over time, partly because of immunogenicity {Mease 2013}. Novel
biologic agents with different mechanisms of action that target the interleukin(IL)-23 and
IL-17 pathways that promote skin and joint inflammation as well as oral agents including janus
kinase (JAK) inhibitors and the phosphodiesterase E4 inhibitor, apremilast, have recently
become available as therapeutic options for PsA as well {Ritchlin 2016}.

Several key cytokines in the IL-23 / IL-17 pathways promote skin and joint inflammation
through signaling via the JAK pathway. Activated JAKSs recruit and activate signal transducer
and activator of transcription (STATs) which in turn drive gene transcription {O'Shea 1997}. In
December 2017, tofacitinib (Xeljanz®) became the first JAK inhibitor to receive Food and Drug
Administration (FDA) approval for the treatment of adult patients with PsA. Tofacitinib is a
small molecule, has strong binding affinity for JAK1 and JAK3, and weaker affinity for JAK2.
The extensive pre-clinical and clinical development programs demonstrated its mechanisms of
action via anti-inflammatory and immunosuppressive effects. The drug proved to be efficacious
in treating the signs and symptoms of PsA. However, the observed side effects and risk profile of
tofacitinib are similar to those of several existing anti-rheumatic agents with cytopenias, elevated
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levels of liver function enzymes, increased total cholesterol levels, with increase in LDL
typically exceeding those for HDL, and increased risk for infections including serious and
opportunistic infections. At higher doses, tofacitinib treatment was associated with anemia,
which is thought to be linked to inhibition of JAK2 {Gladman 2017, Mease 2017a,

Mease 2017b}.

While the pan-JAK inhibitor tofacitinib has shown an early onset of action and long-term
efficacy in PsA, limitations of therapy include side effects potentially mediated by its effect on
JAK?2 and JAK3. This highlights the need for more selective and targeted therapies with
improved immunomodulatory and hematologic effects. JAK1 is thought to be an integral part of
PsA pathogenesis due its role in transmitting inflammatory cytokine signaling. Hence, targeted
inhibition of JAK1 has great potential for the treatment of PsA with an improved safety and side
effect profile.

1.2. Filgotinib
1.2.1. General Information

Janus kinases are intracellular cytoplasmic tyrosine kinases (TYKs) that transduce cytokine
signaling from membrane receptors through STAT to the nucleus of cells. JAK inhibitors block
the signaling of various cytokines, growth factors, and hormones, including the
pro-inflammatory cytokine IL-6. Four different types of JAKs are known, JAK1, JAK2, JAK3,
and TYK2 which co-interact with different sets of membrane receptors. Inhibition of JAKs is a
promising therapeutic option for a range of inflammatory conditions including RA, UC, and
Crohn’s disease (CD).

Filgotinib (GS-6034, formerly GLPG0634) is a potent and selective inhibitor of JAK1. The
compound has shown good preliminary efficacy in PsA {Mease 2018}, ankylosing spondylitis
{van der Heijde 2018}, RA and CD patients in Phase 2 (filgotinib IB). In a Phase 3 RA study
with subjects who failed prior biologic therapy, filgotinib achieved all primary and key
secondary endpoints {Genovese 2018}. Additionally, filgotinib is currently under assessment in
ongoing Phase 3 RA, UC, CD studies (clinicaltrials.gov).

In humans, filgotinib is metabolized to form one major active metabolite GS-829845

(formerly G254445). Though the potency of this metabolite is lower than the parent molecule,
the overall exposure and peak plasma concentration in humans is higher than seen in all tested
animal species. As a consequence, dedicated pharmacology and toxicology studies have been
performed with GS-829845. Results from pharmacodynamics (PD) testing in healthy volunteers
suggest that the clinical activity of filgotinib could result from the combination of the parent
molecule and the metabolite.

For further information on filgotinib, refer to the current investigator’s brochure (IB) for
filgotinib.
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1.2.2. Preclinical Pharmacology and Toxicology

Filgotinib and its metabolite, GS-829845 have been extensively characterized in nonclinical
studies. This program includes cellular assays demonstrating potency and selectivity of the
compound against JAK1; efficacy studies in rats and mice; repeat dose toxicity studies (up to
26 weeks in the rat and 39 weeks in the dog), in vitro and in vivo safety pharmacology and
genetic toxicology studies, and reproductive toxicology studies in rats and rabbits. Additional
toxicology studies conducted include phototoxicity studies and dose-range finding studies in
support of a definitive rat juvenile toxicity study and a 6 month carcinogenicity study in
transgenic (TgrasH2) mice. A 2-year rat oral carcinogenicity study as well as the pre- and
post-natal development toxicity study in rats were completed.

1.2.2.1. Primary and Secondary Pharmacology

Filgotinib is an adenosine triphosphate (ATP)-competitive inhibitor of JAK1. It is highly
selective for inhibition of JAK1 over 451 other kinases evaluated in vitro. In cellular assays, it
inhibits JAK / STAT-driven processes with half maximal inhibitory concentration (ICso) values
from 179 nM onwards. In human whole blood, JAK1 is inhibited by filgotinib with an ICso of
629 nM and exhibits approximately 30-fold selectivity over JAK2. Filgotinib demonstrated
significant efficacy in the rat collagen-induced arthritis (CIA) model as well as in the mouse
dextran sulphate sodium (DSS)-induced colitis model.

Metabolite GS829845 exhibits a similar JAK1 selectivity profile but is approximately
10 to 20-fold less potent than the parent filgotinib in in vitro assays. GS-829845 was as effective
as filgotinib in the rat CIA model, but at doses that required a 10-fold higher exposure.

1.2.2.2. Safety Pharmacology

Filgotinib and GS-829845 had no effects on the respiratory system and central nervous system
(CNS) up to respectively 40 and 5-fold the exposure in RA subjects given filgotinib 200 mg once
daily.

Filgotinib and GS-829845 had no relevant effects on cardiovascular parameters

(human ether-a-gogo related gene [hERG] and dog telemetry studies), apart from a slight
non-adverse increase in heart rate and arterial pressure with GS829845 at exposures 7fold that of
the Cmax in subjects with RA treated with 200 mg once daily filgotinib. There were no relevant
effects on ECG and QT.

1.2.2.3. Nonclinical Absorption, Distribution, Metabolism, and Excretion (ADME)

Filgotinib demonstrates good oral bioavailability in mice, rats, dogs, and minipigs but less in
monkeys. Plasma protein binding is low (<70%) in all species, including humans. The PK of
filgotinib is generally dose proportional without gender differences. No accumulation occurs
with repeated dosing. The mean terminal half-life after oral administration is 4 and 5 hours (h) in
rats and dogs, respectively.
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In the rat, filgotinib showed a rapid and even distribution throughout the body. High
concentrations were observed only in the gastrointestinal (GI) tract and urinary bladder.
Filgotinib does not penetrate into CNS tissues. The distribution of filgotinib indicates some
affinity for melanin-containing tissues.

Excretion is nearly complete within 72 h (mouse), 24 h (rat) and 48 h (dog) post-dosing. In the
mouse, an average of 54.0 and 37.7% of the administered radioactivity was excreted in feces and
urine, respectively. In the rat, fecal and urinary excretion accounted for 40% and 59% of the
administered dose, respectively. In bile-duct cannulated rats bile secretion of about 15%. In the
dog, fecal excretion was the primary route of excretion, accounting for 59% of the administered
dose, with urinary excretion accounting for 25%.

In vitro metabolism studies in all species revealed one major metabolite (GS-829845). The
formation of GS-829845 is mediated by carboxylesterases (CES) and is not dependent on
cytochrome P450 (CYP).

In vitro experiments have shown that drug-drug interactions with filgotinib and GS-829845 are
unlikely. There is no inhibition or induction of CYPs or uridine 5’-disphosphate
glucuronosyltransferases (UGTs), and no relevant inhibition of key drug transporters, including
the organic anion transporters (OATs) involved in the renal elimination of MTX, by filgotinib or
(GS-829845.

1.2.2.4. Nonclinical Toxicology

In repeat oral dose toxicity studies in both rats and dogs, the primary target tissues identified for
filgotinib were the lymphoid tissues which are expected based on the pharmacology of JAK
inhibition. Additional filgotinib-related findings were observed in the male reproductive organs
of both species, and in the incisor teeth of rats only. Effects on the lymphoid system were fully
reversible. Testicular toxicity demonstrated partial reversibility; however, sperm counts
remained low. A dose of 200 mg / day of filgotinib results in an estimated mean clinical area
under the curve (AUC) of 2.80 ug-h / mL, which represents an exposure margin of 2.3, 1.8, and
3.4-fold when considering the mean AUC in male dogs at the no-observed-effect-levels
(NOELs) in the 26 week and 39 week chronic toxicity studies, and the 39 week targeted
exposure toxicity study, respectively.

(GS-829845 related findings in general repeat dose toxicity studies were similar to those of the
parent filgotinib; however, no testicular toxicity was noted following administration of
(GS-829845.

Filgotinib and GS-829845 were non-genotoxic when evaluated in the bacterial mutagenicity

assay, the in vitro mouse lymphoma mutagenicity assay, and the rat bone marrow micronucleus
assay.
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In embryofetal development studies, filgotinib and GS-829845 caused embryolethality and
teratogenicity in rats and rabbits at exposures similar to the human exposure at 200 mg once
daily of filgotinib in subjects with RA. Administration of filgotinib did not affect female fertility,
but impaired fertility was observed in male rats at exposures approximately 15-fold the human
exposure at 200 mg of filgotinib in subjects with RA. GS-829845 did not have any effects on
fertility parameters in either male or female rats.

In an in vitro phototoxicity study in 3T3 cells, the metabolite GS-829845 was positive for
phototoxic potential and results with filgotinib were equivocal. A follow-up in vivo rat
phototoxicity assay revealed a lack of phototoxic potential for both compounds.

1.2.3. Clinical Trials of Filgotinib

Comprehensive data from the Phase 1 and 2 programs are available to support development into
Phase 3. An overview of exposure and clinical studies conducted with filgotinib is available in
the IB.

Phase 2 Filgotinib PsA Study GLGP0634-CL-224 (EQUATOR)

The EQUATOR study was a randomized, double-blind, placebo controlled Phase 2 trial that
enrolled adults with active moderate to severe PsA fulfilling Classification Criteria for Psoriatic
Arthritis (CASPAR), active or documented history of plaque psoriasis, and an inadequate
response or intolerance to at least one csDMARD. Subjects were randomized to receive either
placebo or filgotinib 200 mg once daily for 16 weeks. The primary objective of the study was to
evaluate efficacy of filgotinib compared to placebo at Week 16.

The percentage of ACR20 responders was statistically significantly higher in filgotinib group at
Week 16 compared to placebo. Subjects with previous TNFi therapy had a similar ACR20
response compared to the rest of the study population. The percentage of ACR50 and

70 responders was also statistically significantly higher at Week 16 compared to placebo.

A dose response was observed for all three parameters. Starting at Week 1 response was
observed for ACR20 and ACRS50 in the filgotinib group and remained statistically significantly
superior to placebo through Week 16.

Subjects receiving filgotinib also demonstrated significantly higher clinical efficacy compared to
placebo at Week 16 with additional PsA assessments including Disease Activity in Psoriatic
Arthritis (DAPSA) score, Psoriatic Arthritis Response Criteria (PsARC) response, PASDAS, and
SPARCC Enthesitis Index. The filgotinib group achieved improvement in skin manifestations of
disease as demonstrated by the PASI75 score and the pruritus numeric rating scale, both of
which were statistically significantly better than placebo at Week 16.

Patient reported outcomes including the HAQ-DI, FACIT-Fatigue, and PsA related pain intensity
also improved with filgotinib at Week 16 compared to placebo.
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Safety analysis showed similar proportions of filgotinib and placebo recipients had at least one
treatment-emergent AE; 37 (57%) for filgotinib, and 39 (59%) for placebo. Six subjects had an
event that was grade 3 or 4. The most frequently occurring events were nasopharyngitis and
headache, occurring at similar proportions in each group. One serious treatment-emergent AE
was reported in each group (pneumonia [filgotinib] and hip fracture after a fall [placebo]). The
SAE of pneumonia was a fatal event. No gastric perforations, malignancies, lymphomas, venous
thromboembolic events, opportunistic infections, or cases of active tuberculosis (TB) were
reported. There was one case of herpes zoster confined to a single dermatome in the filgotinib
group. The incidence of infections was similar between the two groups.

Phase 3 Filgotinib Rheumatoid Arthritis Study GS-US-417-0302 (FINCH 2)

FINCH 2 was a randomized, double-blind, placebo-controlled, add-on, Phase 3 study in adult
male and female subjects with active RA despite csDMARD(s) therapy (i.e. MTX,
hydroxychloroquine, sulfasalazine, leflunomide) who had an inadequate response or were
intolerant to at least 1 bioDMARD. Subjects were randomized 1:1:1 to receive once daily
filgotinib 200 mg, filgotinib 100 mg, or placebo for 24 weeks all in the context of a stable dose
of permitted csDMARD(s). The primary endpoint was the proportion of subjects who achieved
an ACR20 response at Week 12.

At Week 12, an ACR20 response was achieved by significantly more subjects receiving
filgotinib 200 mg or 100 mg than placebo (66.0%, 57.5% and 31.1%, respectively; both
p<0.001). The reduction from Baseline in HAQ-DI at Week 12 was greater in the filgotinib
200 mg and 100 mg groups compared to the placebo group (-0.55 and -0.48 vs -0.23,
respectively; both p<0.001). Other key secondary endpoints, including SF-36v2 and
FACIT-Fatigue, were also met at both filgotinib doses.

The safety profile was consistent with data from the Phase 2 studies with filgotinib. AE rates
were similar for filgotinib 200 mg, filgotinib 100 mg and placebo groups (69.4% and

63.4% vs 67.6%, respectively) as were rates of serious adverse events (SAEs) (4.1%, 5.2% and
3.4%, respectively. There were 4 cases of uncomplicated herpes zoster (2 in each filgotinib
group). There was one non-serious AE of retinal vein occlusion in the filgotinib 200 mg group;
no other venous thrombotic events were reported. Two adjudicated major adverse cardiovascular
events (MACESs) were reported: one subarachnoid hemorrhage in the placebo group and one
myocardial ischemia in the filgotinib 100 mg group. There were no cases of opportunistic
infection / active TB, malignancy, GI perforation or death.

1.3. Information about Humira® (adalimumab)

For information on the study drug adalimumab being used as an active comparator, refer to the
current package insert.
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1.4. Rationale for This Study

Therapeutic options for the treatment of PsA have increased dramatically over the past 15 years
resulting in markedly improved outcomes for skin and joint disease {Gladman 2007,

Mease 2006}. The arrival of anti-TNF agents represented a major treatment advance because
these therapies are very effective for skin and all of the musculoskeletal domains of PsA. Despite
of significant uptake in the use of anti-TNF agents, tolerability due to allergic and autoimmune
reactions, loss of response due to immunogenicity and increased risk of infections / opportunistic
infections remain problematic {Mease 2013}. Agents with different mechanisms of action that
target the IL-23 / IL-17 pathways have recently become available. Use of these biological
parenterally administered agents has led to marked skin clearance, while musculoskeletal
symptoms improvement, the effect observed is similar to that with anti-TNF agents. Apremilast,
an oral inhibitor of phosphodiesterase 4 (PDE4) offers modest response in the skin and joint
symptoms with few safety signals. Therefore, there is still a need for simple, orally administered
agents with novel and targeted mechanisms of action that can effectively improve PsA outcome
in all of its domains, and which are well-tolerated and have an acceptable safety profile.

Tofacitinib, an orally administered JAK1 / JAK3 inhibitor, is approved for use in patients with
PsA based on the data from two Phase 3 studies in subjects with PsA. In the Phase 3 study
evaluating tofacitinib versus placebo in subjects with active PsA and previous inadequate
response to TNF inhibitors, the ACR20 responses were 50% with the 5 mg dose of tofacitinib as
compared with 24% with placebo (p<0.001) after 3 months of treatment. In the Phase 3 study
evaluating tofacitinib versus placebo and adalimumab in patients with active PsA and inadequate
response to csDMARDs, the ACR20 response rate at month 3 was 50% in the 5 mg tofacitinib
group as compared with 33% in the placebo group (p = 0.01). Safety results were similar across
the two studies in regards to the number and category of AEs. Both studies reported cases of
herpes zoster, serious infections and malignancy in the subjects exposed to tofacitinib

{Gladman 2017, Mease 2017a}.

The JAK1 selective inhibitor filgotinib targets an intracellular tyrosine kinase dysregulated in
subjects with inflammatory disorders including PsA. Filgotinib is a small molecule for oral daily
administration that demonstrated clinical efficacy in treating the signs and symptoms of active
PsA in a Phase 2 study as well as other inflammatory disorders including RA.

1.4.1. Rationale for Study Design

Study GS-US-431-4566 is a randomized, double-blind, placebo and adalimumab-controlled
study evaluating the efficacy and safety of 2 doses of filgotinib administered once daily in
subjects with active PsA despite previous non-biologic DMARD therapies: csDMARDs,
apremilast, and / or NSAID(s). The study consists of 2 parts:

e Part 1: The Main Study, is from Screening through the Week 16 Visit

e Part 2: LTE immediately follows Part 1 and starts after the Week 16 Visit continuing for
2 years

e Total study duration is ~ 2.25 years.
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The objectives of the study are to evaluate the effect of filgotinib compared to placebo and
adalimumab on the signs and symptoms, physical function, and quality of life in PsA. Safety and
tolerability of filgotinib will also be assessed.

Treatment duration of 12 weeks to assess the primary endpoint is considered optimal to evaluate
the potential benefit of filgotinib on a variety of musculoskeletal symptoms of PsA. The effect of
filgotinib on the arthritis component is expected to be fast (in previous studies with filgotinib in
RA, ACR20 plateaued at Week 8). However, the effect on enthesitis and dactylitis requires
longer duration of treatment as observed in recently published studies with other compounds.

The duration of placebo will be limited. All subjects in the placebo arm will be reallocated in a
blinded manner 1:1 to 100 mg or 200 mg of filgotinib at Week 16. Given the slowly progressive
nature of PsA, 16 weeks of placebo on accepted background therapy is considered both clinically
and ethically appropriate and allows an acceptable time period in which to assess initial response
to therapy. The use of placebo is critical in evaluating subject reported and subjective outcomes,
which can be highly variable and influenced by placebo therapy. The placebo effect is
well-established in PsA studies and inclusion of the placebo arm is critical to evaluation of the
overall risk-benefit profile of added filgotinib therapy. Finally, the provision of best supportive
care in the context of the trial, as well as the limited duration and eventual opportunity for
subjects to transition to filgotinib, make the use of placebo ethically acceptable for the specified
duration.

This study includes an active comparator, adalimumab, a monoclonal antibody directed against
tumor necrosis factor o (TNF-a). The inclusion of the active comparator will allow comparison
of the efficacy and safety of filgotinib to an approved and frequently prescribed product
indicated for use in this patient population.

The study eligibility criteria are consistent with those of recent clinical trials evaluating novel
investigational treatments for PsA. Subjects should meet the CASPAR criteria for PsA. Subjects
are required to have active disease defined as >3 swollen and >3 tender joints at both Screening
and Day 1 Visits. In addition, subjects are required to have a history of or active psoriasis lesion.
The study duration of ~2.25 years allows sufficient time for demonstrating the safety and
tolerability of therapy, reduction in disease activity, and confirmation that clinical benefit is
sustained over time.

14.1.1. Rationale for Outcome Measures

The ACR responses, MDA, and PASDAS are considered reliable measures of response to
treatment and disease activity in subjects with PsA. The psoriasis disease activity will be
assessed by the PASI50, PASI75, PASI90, PASI100 and PhGAP. Psoriatic nail involvement will
be recorded by using the mNAPSI. Several other disease activity measures will be assessed

including SPARCC Enthesitis Index and LEI (for enthesitis), LDI (for dactylitis), -
I P'GADA
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Assessing quality of life (measured by the HAQ-DI, FACIT-Fatigue, SF-36v2, PsAID-12,
EuroQol 5 Dimensions with 5 Levels (EQ-5D-5L), and PGAPI) at the Day 1 Visit and during the
course of study treatment provides insight into the effects on modifying PsA disease course and
impact on daily life. Assessing the change in economic impact (WPAI-PsA), and Healthcare
Resource Utilization Questionnaire (HCRU)) of PsA over the course of the study provides
insight into the subject’s ability to work and other daily activities as well as the impact on the
burden of healthcare resources.

1.4.2. Rationale for Dose Selection

Enrolled subjects will be randomized to receive filgotinib (100 mg or 200 mg), active
comparator (adalimumab), or placebo. The doses of filgotinib chosen for evaluation in this study,
100 mg and 200 mg once daily, are supported by a combination of safety and efficacy data from
Phase 1 and 2 studies in the clinical development program, and the known dose-pSTAT1
inhibition relationship of filgotinib.

In two Phase 2a studies in subjects with RA (Study GLPG0634-CL-201 and -202), dosing with
filgotinib was well tolerated and achieved a high level of efficacy at a 200 mg daily dose
(ACR20 response of 75-92% at Week 4). Administration of a higher filgotinib dose (300 mg) did
not demonstrate greater efficacy, therefore, the highest dose to be tested in this study will be

200 mg once daily. In two Phase 2b studies, filgotinib at daily doses of 50 mg, 100 mg, or

200 mg, administered in addition to a background therapy with MTX (GLPG0634-CL-203) or as
monotherapy (GLPG0634-CL-204) was shown to be safe and efficacious in subjects with
moderately to severely active RA who had an inadequate response to MTX alone. In the Phase 2
PsA study (GLPG0634-CL-224), filgotinib 200 mg once daily was well tolerated and achieved a
high level of efficacy at a 200 mg daily dose as well (ACR20 response rate of 80% at Week 16).

Exposure-response analysis based on data from all Phase 2 studies indicated a dose-dependent
increase in efficacy (ACR20 /50 / 70, Disease Activity Score 28 (DAS28) [C-reactive protein
(CRP)]), with a plateau at the 200 mg total daily dose on the dose-response curve. Additionally,
in Study GLPG0634-CL-203, no statistically significant difference in efficacy was observed at
200 mg daily dose, administered as 200 mg once daily or 100 mg twice daily. These results are
consistent with the relationship observed between filgotinib exposures and pSTAT]1 activation
(ex-vivo) following single and multiple filgotinib doses, where maximal inhibition of pSTATI
(~78%) was achieved at or above 200 mg total daily dose and intermediate inhibition (~47%) at
100 mg {Namour 2015}.

Safety data collected across Phase 2 clinical studies showed no dose-dependent trends in the
incidence of AEs or SAEs, including infections, or laboratory abnormalities with the exception
of a numerical increase in select gastrointestinal AEs (e.g. nausea, vomiting, abdominal pain, and
upper abdominal pain). This numerical increase was observed in the 200 mg compared to the

100 mg dose. However, the overall frequency was low and clinical relevance is unknown.
Filgotinib, administered at a dose of 100 mg or 200 mg daily, was found to be safe and well
tolerated. The safety profile was consistent with that observed for an immunomodulatory
compound administered to subjects with RA.
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Overall, the 100 mg and 200 mg once daily dosing regimens have been proposed based on the
known dose-pSTAT]1 inhibition relationship of filgotinib and the clinical experience (safety and
efficacy) with PsA and RA subjects in Phase 2 studies. Inclusion of two doses in the proposed
Phase 3 trials will enable establishment of an appropriate nominal dose for the treatment of PsA
and determine the regimen with the most favorable risk / benefit profile in these populations.

1.5. Risk / Benefit Assessment for the Study

As of June 2018, 6605 subjects have received filgotinib either as single doses or multiple doses,
and 1278 subjects have received daily filgotinib for >1 year. In general, filgotinib has been safe
and well tolerated in all populations studied. In addition to PsA, large Phase 3 programs in RA,
CD and ulcerative colitis (UC) are currently ongoing as well.

Nonclinical studies in rats and dogs identified the testes and lymphoid tissue as target organs for
filgotinib in long term repeat-dose toxicity studies. In both species, histopathological changes in
the testes included germ cell depletion and degeneration, with reduced sperm content and
increased cell debris in the epididymis and reduction in fertility in rats. The dog was determined
to be the most sensitive species. A dose of 200 mg / day of filgotinib results in an estimated
mean clinical AUC of 2.8 pg-h / mL, which represents an exposure margin of 2.3, 1.8, and
3.4-fold when considering the mean AUC in male dogs at the NOELSs in the 26 week and

39 week chronic toxicity studies, and the 39 week targeted exposure toxicity study, respectively.
Decreased lymphocytes observed in nonclinical studies have not been shown in clinical studies.

Filgotinib has shown an increased risk of embryofetal malformations at exposures similar to
human doses; the use of highly effective contraception in the subject population will be
implemented in the study to mitigate this risk.

No clinically relevant impact on cardiovascular parameters (including vital signs and ECG),
respiratory or neurologic function has been observed in Phase 1 and 2 trials of filgotinib,
including a dedicated Phase 1 study to evaluate the effect of filgotinib on the QT / QTc interval
in healthy subjects. The QT study evaluated filgotinib at doses of 200 mg and 450 mg; neither
dose led to prolongation in the QTc interval or was associated with clinically significant ECG
changes. In Phase 2 trials in RA, filgotinib was well tolerated. In the RA studies (including the
open label extension DARWIN 3), infections were reported more commonly in the filgotinib
groups, including serious infections leading to hospitalization, and even death. The most
common system organ classes with AEs were infections and infestations, and GI disorders. Dose
dependent decreases in the Phase 2b studies were observed in mean neutrophil counts and
platelet counts (but mean changes in both remained within normal laboratory reference ranges)
and there were no decreases in lymphocytes or lymphocyte subsets. Hemoglobin levels slightly
improved (increased) with filgotinib treatment, confirming that no anemia was induced. Mild and
clinically insignificant serum creatinine increases were noted in both Phase 2b studies, with
stabilization by Week 24. Neutrophil decreases (in the RA population) and a potential increased
risk of infection may be considered risks consistent with the mechanism of JAK inhibition.
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Overall clinical findings and laboratory changes are consistent with selective JAK1 inhibition
and based on Phase 2 data the expected benefit of using filgotinib as proposed in this study is
considered to outweigh any associated risks.

Adalimumab is a TNFa inhibitor that is indicated and commonly used in the target population of
this trial with well-established safety and efficacy profile (Humira (US) Package Insert,
Humira (EU) Summary of Product Characteristics (SmPC)).

The dose and duration of adalimumab treatment proposed in this study are in line with posology
approved globally (Humira US Package Insert, Humira EU SmPC).

Risks associated with the use of adalimumab are well characterized, and are described in
approved local product information. Adalimumab is associated with an increased risk for
developing serious infections that may lead to hospitalization or death. Opportunistic infections
due to bacterial, mycobacterial, invasive fungal, viral, parasitic, or other opportunistic pathogens
have been reported with TNFa inhibitors. Reactivation of latent TB has been reported. All
subjects will be tested for TB before study start as outlined in the exclusion criteria and will be
carefully monitored for signs and symptoms of infection during and after the study. Study drug
will be discontinued for serious infections as outlined in Section 3.5. An increase of
nonmelanoma skin cancers, hematologic cancers and a potential increase of other cancers have
been reported with use of TNFa inhibitors. Subjects will undergo regular assessments, including
physical examination and hematological assessments.

TNFa inhibitors are commonly used as first line therapy in this patient population. Their efficacy
has been well established. Overall, the benefit of using adalimumab as proposed in this study is
considered to outweigh any associated risks.

An independent Data Monitoring Committee (DMC) appointed to monitor the study (with the
initial DMC data review after the first 100 subjects across the program, Study GS-US-431-4566
and Study GS-US-431-4567, complete 12 weeks of treatment) will provide an additional level of
risk mitigation. The overall risk / benefit balance of this study is considered favorable. For
additional information about the risks of filgotinib, reference is made to the investigator
brochure.

1.6. Compliance

This study will be conducted in compliance with this protocol, Good Clinical Practice (GCP),
and all applicable regulatory requirements.
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2 OBJECTIVES

The primary objective of this study is:

e To evaluate the effect of filgotinib compared to placebo in active PsA as assessed by the
ACR20 response at Week 12

The secondary objectives of this study are:

e To evaluate the effect of filgotinib on core domains of PsA (e.g. peripheral arthritis, psoriatic
skin disease, enthesitis and dactylitis) as assessed by MDA, VLDA, ACR responses, PASI
including BSA responses, SPARCC Enthesitis Index and LEIL LDI, PASDAS, DAPSA,
mNAPSI, and PhGAP.

e To evaluate the effect of filgotinib on physical function in active PsA as assessed by
HAQ-DI

e To evaluate the effect of filgotinib on fatigue and quality of life in active PsA as assessed by
FACIT-Fatigue, SF-36v2, and PsAID-12

e To evaluate the efficacy of filgotinib versus adalimumab in active PSA as assessed by
ACR20

e To evaluate the safety and tolerability of filgotinib
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3. STUDY DESIGN

3.1. Endpoints

3.1.1. Primary Endpoint

The primary endpoint is the ACR20 response at Week 12.

3.1.2. Key Secondary Endpoints

The key secondary endpoints include:

e ACRS50 response at Week 12

e Change from Baseline in HAQ-DI at Week 12

e Change from Baseline in SF-36v2 physical component summary (PCS) at Week 16
e Change from Baseline in LEI at Week 16, in subjects with enthesitis at Baseline

e PASI75 response at Week 16, in subjects with psoriasis covering >3% of the BSA at
Baseline

e MDA response at Week 16
e Change from Baseline in FACIT-Fatigue at Week 16
e Change from Baseline in LDI at Week 16, in subjects with dactylitis at Baseline

3.1.3. Other Secondary_ Endpoints

Other secondary_ endpoints will be evaluated at all scheduled or applicable time
points in the Main Study other than the time points that are already specified in the primary and
key secondary endpoints.

The other secondary endpoints include:

e Change from Baseline in PASDAS
e MDA response

e VLDA response

e Change from Baseline in DAPSA

e Change from Baseline in PhnGAP, in subjects with psoriasis covering >3% of the BSA at
Baseline
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e (Change from Baseline in mNAPSI, in subjects with psoriatic nail involvement at Baseline
e Change from Baseline in LEI, in subjects with enthesitis at Baseline

e Change from Baseline in PsAID-12

e PASDAS low disease activity (LDA, i.e. PASDAS <3.2)

e PASDAS remission (i.e. PASDAS <1.9)

e ACR20 response

e ACRS5O0 response

e ACR70 response

e Change from Baseline in individual components of the ACR response criteria
e Change from Baseline in DAS28(CRP)

e DAS28(CRP) LDA

e DAS28(CRP) remission

e Time to achieve DAS28(CRP) LDA

e DAPSA LDA

e DAPSA remission

e Time to achieve DAPSA LDA

e PsARC response

e Change from Baseline in PASI, in subjects with psoriasis covering >3% of the BSA at
Baseline

e PASIS50 response, in subjects with psoriasis covering >3% of the BSA at Baseline
e PASI75 response, in subjects with psoriasis covering >3% of the BSA at Baseline
e PASI90 response, in subjects with psoriasis covering >3% of the BSA at Baseline
e PASII00 response, in subjects with psoriasis covering >3% of the BSA at Baseline

e Change from Baseline in SPARCC Enthesitis Index, in subjects with enthesitis at Baseline
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e Change from Baseline in LDI, in subjects with dactylitis at Baseline
e (Change from Baseline in tender dactylitis count (TDC), in subjects with dactylitis at Baseline
e Change from Baseline in HAQ-DI

e Change from Baseline in FACIT-Fatigue

Change from Baseline in SF-36v2 PCS and mental component score (MCS)

3.2, Study Design

This is a randomized, double-blind, placebo and active-controlled, Phase 3 study in adult male
and female subjects with active PsA who have had an inadequate response or intolerance to 1 or
more therapies for PsA; such as csDMARDs, apremilast and / or NSAIDs, but have never
received a bioDMARD for PSA or psoriasis.

The study consists of two parts, the Main Study which is the Screening Visit through Week 16
(inclusive) and the LTE which is after the Week 16 Visit up to ~2.25 years.

Adult male and female subjects with active PsA will be screened to determine eligibility as per
the inclusion and exclusion criteria, see Sections 4.2 and 4.3 respectively. The Screening period
will be up to 28 days. Extensions to the screening timeline, exclusively due to imaging, will be
considered by the Medical Monitor or designee; approval in writing will be required. Written
informed consent must be obtained before any study-related procedures take place. Subjects will
be randomized in a 2:2:1:2 ratio to filgotinib 200 mg, filgotinib 100 mg, active comparator
(adalimumab), or matching placebo controls administered for up to 16 weeks in a double-blind
fashion. The last self-injection of adalimumab (ADA) / PTM is scheduled at 14 weeks. At the
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Week 16 Visit, subjects who have not permanently discontinued study drug will continue on to
the LTE as follows:

e Those who were assigned to the filgotinib groups will continue on the same study drug
assignments

e Those who were assigned to the placebo or active comparator groups will be reassigned
1:1 to filgotinib 100 mg or 200 mg once daily

For the first 16 weeks of study participation, subjects who temporarily interrupt or permanently
discontinue blinded study drug for any reason are to continue with study visits and assessments
through the Week 16 Visit, per Section 3.5, unless the subject withdraws consent, is lost to
follow-up, and / or continuation in the study is medically contraindicated, per investigator’s
judgment. Study drug interruption and discontinuation considerations are outlined in Section 3.5
and include serious infections, inadequate response or loss of response, per investigator
judgement. All subjects who permanently discontinue study drug should continue to receive
standard of care treatment for their PsA.

Concomitant medications are to remain stable throughout the Main Study; however, after the
Week 16 Visit assessments have been completed, investigators may adjust the dose of any of the
subject’s background medications for management of PsA disease activity, as per Section 5.4.

After all subjects have completed the Week 16 Visit or have permanently discontinued the study
prior to Week 16, the treatment assignments will be unblinded to the Sponsor only. The subjects
and investigators will remain blinded to individual level treatment assignment.

The assessments planned to be performed at each visit are detailed in the Study Procedures Table
(Appendix 2). A schedule of the study design is provided below.
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Figure 3-1. Study Design
Part1: Main Study Part2: Long Term Extension
Day 1 Week 16 ~2.25 years

» FIL 200 mg (n=244)

Screening FIL 100 mg (n=244)
(=28 days)
—

Adalimumab 40 mg 5 | FIL 200 mg
- 8 FIL 100 mg
| FIL 200 mg

\ 4

Placebo (n=244)

Bl FiL 100 mg

Randomization Re-Randomization
(2:2:1:2) (1:1)

Four weeks after the subject’s final visit (end of study or ET Visit), a Safety Follow-up will be
performed via phone for all subjects, unless otherwise required.

3.3. Study Treatments
Approximately 854 subjects will be randomized in a 2:2:1:2 ratio to one of 4 dosing groups.
Dosing groups in the Main Study:

e Filgotinib 200 mg group: filgotinib 200 mg once daily + placebo to match (PTM) filgotinib
100 mg once daily + PTM adalimumab SC injection q2

e Filgotinib 100 mg group: PTM filgotinib 200 mg once daily + filgotinib 100 mg once
daily + PTM adalimumab SC injection q2w

e Active comparator group: PTM filgotinib 200 mg once daily + PTM filgotinib 100 mg once
daily + adalimumab 40 mg SC injection 2w

e Placebo control group: PTM filgotinib 200 mg once daily + PTM filgotinib 100 mg once
daily + PTM adalimumab SC injection 2w

Dosing groups in the LTE:

e Filgotinib 200 mg group: filgotinib 200 mg once daily + PTM filgotinib 100 mg once daily
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e Filgotinib 100 mg group: PTM filgotinib 200 mg once daily + filgotinib 100 mg once daily

34. Duration of Treatment

Subjects are planned to participate in the study for ~2.25 years: the Main Study for 16 weeks and
LTE for 2 years.

3.5. Discontinuation Criteria
3.5.1. Study Drug Interruption Considerations

Study drug interruption should be considered in the following circumstances below. Gilead
Medical Monitor should be consulted if the principal investigator believes discussion is
warranted.

e Intercurrent illness that would, in the judgment of the investigator, affect assessments of
clinical status to a significant degree.

e Subject is scheduled for elective or emergency surgery (excluding minor skin procedures
under local or no anesthesia); timing of study drug pausing should be determined in

consultation with the Gilead Medical Monitor or its designee.

e Any subject who develops a new infection during the study should undergo prompt and
complete diagnostic testing appropriate for an immunocompromised individual, and the
subject should be closely monitored.

NOTE: During the time of study drug interruption for any of the above, the subject should
continue to have study visits as scheduled in Appendix 2 and to take part in procedures and
assessments, if deemed medically appropriate by the investigator.

3.5.2. Study Drug Discontinuation Considerations

The Gilead Medical Monitor or its designee should be consulted prior to study drug
discontinuation when medically feasible.

Study medication should be permanently discontinued in the following instances:
e Any opportunistic infection
e Any serious infection that requires antimicrobial therapy or hospitalization

e Complicated herpes zoster infection (with multi-dermatomal, disseminated, ophthalmic, or
CNS involvement)

e Evidence of active hepatitis C virus (HCV) during the study, as evidenced by HCV RNA
positivity
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e Evidence of active hepatitis B virus (HBV) during the study, as evidenced by HBV DNA
positivity

e Any thromboembolic event that meets SAE reporting criteria
e Uncontrolled disease activity, per the investigator’s judgment

e Unacceptable toxicity, or toxicity that, in the judgment of the investigator, compromises the
subject’s ability to continue study-specific procedures or is considered to not be in the
subject’s best interest

e Subject request to discontinue for any reason
e Pregnancy during the study

e Discontinuation of the study at the request of Gilead, a regulatory agency or an Institutional
Review Board or Independent Ethics Committee (IRB / IEC)

e Subject use of prohibited concurrent therapy may trigger study drug discontinuation;
consultation should be made with the Gilead Medical Monitor or its designee

e Laboratory criteria

a) 2 sequential neutrophil counts <750 neutrophils / mm? (International System of Units
(SI): <0.75x10° cells / L)

b) 2 sequential platelet counts <75,000 platelets / mm? (SI: <75.0x10° cells / L)

c) 2 sequential values for estimated creatinine clearance <35 mL / min based on the
Cockroft Gault Formula

d) 2 sequential aspartate aminotransferase (AST) or alanine aminotransferase (ALT)
elevations >3x upper limit of normal (ULN) and >1 total bilirubin value >2xULN or
accompanied by symptoms consistent with hepatic injury

e) 2 sequential AST or ALT elevations >5xULN

While the above lab criteria are for study drug discontinuation, actions should be taken
after any of these abnormalities occur at any one time (e.g. a single neutrophil count
<750 neutrophils / mm? [SI: <0.75x10° cells / L]) by conducting an unscheduled visit to
perform a re-test of the abnormal result within 3 to 7 days (except creatinine, which
should be retested 7-14 days apart).

NOTE: In each case of elevated AST or ALT, there is a need for additional
investigations, such as review of ethanol, recreational drug and dietary supplement
consumption; testing for acute hepatitis A, B or C infection and biliary tract imaging
should be promptly discussed with the study Medical Monitor.
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Subjects who permanently discontinue study drug for any reason, including pregnancy, are to
receive standard of care treatment for their PsA as determined by the investigator, and those
subjects should continue study participation until the Week 16 Visit, if deemed medically
appropriate by the investigator.

If there are any questions regarding permanent discontinuation, these should be discussed with
the Sponsor or its designee.

3.6. End of Study

End of Study is defined as when the last subject has completed all scheduled dosing
(~2.25 years) plus their Safety Follow-up Visit or the study has been terminated.

! Post Study Care

After the subject has completed their study participation, the long-term care of the participant
will remain the responsibility of the participant and / or their primary treating physician.

Ul
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35, MRI Investigation

At capable sites (i.e. qualifying equipment, local regulatory approval, etc.) a subset of subjects
(approximately 50 per dosing group) will undergo MRI evaluation with gadolinium. These
subjects must provide consent and meet the entrance criteria for MRI in Section 4.4, MRIs with
gadolinium of a single hand / wrist will be performed at two time points: Screening and at the
Week 16 Visit. Determination of whether to image the subject’s right or left hand / wrist will be
up to the judgment of the investigator, depending on clinical findings for disease activity at
Screening. The same hand / wrist must be scanned for the Week 16 MRI. Subjects may withdraw
consent from the MRI investigation at any time during the Main Study.

Subjects who fail the entry criteria of the MRI investigation with the first MRI, or who do not
continue onto the Week 16 MRI, may be replaced by consenting additional subjects. Further
details of the MRI investigation and procedural requirements will be provided to sites in a
separate manual.
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4. SUBJECT POPULATION

4.1. Number of Subjects and Subject Selection

A sufficient number of subjects will be screened to ensure that ~854 subjects with active PsA
will be randomized to one of 4 dosing groups.

4.2. Inclusion Criteria

Subjects must meet all of the following inclusion criteria to be eligible for participation in this
study.

1) Male or female subjects who are 18-75 years of age (19-75 years of age at sites in Republic
of Korea, 20-75 years of age at sites in Japan and Taiwan) on the day of signing initial
informed consent

2) Meet CASPAR and have a history consistent with PsA >6 months at Screening

3) Have active PsA defined as >3 swollen joints (from a 66 SJC) and >3 tender joints (from a
68 TJC) at Screening and Day 1; these may or may not be the same joints at Screening and
Day 1

4) Must have a documented history or active signs of at least one of the following at Screening:
a) Plaque psoriasis
b) Nail changes attributed to psoriasis

5) Have had inadequate response or intolerance to >1 csDMARD, apremilast and / or NSAID,
administered over the course of >12 weeks for the treatment of PsA, as per local
guidelines / standard of care

6) If continuing csDMARD(s) during the study, subjects are permitted to use only a maximum
of 2 of the following drugs and must have been on this treatment for >12 consecutive weeks
prior to Screening, with a stable dose and route of administration (defined as no change in
prescription) for >4 weeks prior to Day 1:

a) MTX oral or SC up to 25 mg / week (must include concomitant use of a folic / folinic
acid supplementation as per local standard of care / investigator judgment; MTX use may
not be combined with leflunomide during the study)

b) Leflunomide up to 20 mg once daily orally (may not be combined with MTX during the
study)

c) Sulfasalazine up to 3 g daily orally
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d) Hydroxychloroquine up to 400 mg daily or chloroquine up to 250 mg daily
e) Apremilast up to 30 mg twice daily orally
f) Azathioprine up to 200 mg daily orally
g) Cyclosporine up to 300 mg daily orally
7) If csDMARD:s are stopped prior to Day 1, the following washout periods are required:

a) >4 weeks prior to Day 1: apremilast, sulfasalazine, azathioprine, MTX,
hydroxychloroquine

b) >8 weeks prior to Day 1: oral cyclosporine

c) Leflunomide must either have a washout period of >8 weeks prior to Day 1 or >4 weeks
prior to Day 1 if 11 days of standard cholestyramine therapy was completed

8) If taking NSAIDs, dose must be kept stable (defined as no change in prescription) for
>2 weeks prior to Day 1

9) If taking oral corticosteroids, dose must be <10 mg / day of prednisone or equivalent, and be
kept at a stable dose (defined as no change in prescription) for >4 weeks prior to Day 1

10) If using topical therapies for psoriasis (e.g. topical corticosteroids, coal tar, salicylic acid,
vitamin D analogs, retinoids, anthralin, topical calcineurin inhibitors such as tacrolimus) dose
must be stable (defined as no change in prescription) >2 weeks prior to Day 1

11) Meet one of the following TB Screening criteria:
a) No evidence of active or latent TB, which is defined as having ALL of the following:
i) A negative QuantiFERON® TB-Gold Plus test at Screening

AND

i1) A chest radiograph (views as per local guidelines) taken at Screening or within the
3 months prior to Screening (with the report or films available for investigator
review) without evidence of active or latent TB infection

AND

ii1) No history of either untreated or inadequately treated latent or active TB infection
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b) For subjects with prior latent TB:

1) A completed course of therapy, as per local standard of care, for latent TB (9 months
of isoniazid in a location where rates of primary multi-drug resistant TB infections
are <5% or an acceptable alternative regimen) WITH a chest X-ray within 3 months
prior to or at Screening

In these cases, no QuantiFERON® TB-Gold Plus test (or equivalent assay) need be
obtained. A chest radiograph with the report or films must be available for
investigator review.

NOTE: Cases falling under category “b” need to be approved in writing by the Sponsor or its
designee prior to enrollment in the study. Subjects with currently ACTIVE TB are not
allowed in the study, regardless of past or present anti-TB medication use. Subjects with a
new diagnosis of latent TB during screening are not allowed in the study until completion of
latent TB treatment is documented.

12) Able and willing to sign the informed consent as approved by IRB / IEC. Written consent
must be provided before initiating any Screening evaluations. Subjects must have read and
understood the informed consent form (ICF), must fully understand the requirements of the
study, and must be willing to comply with all study visits and assessments. Subjects who
cannot read or understand the ICF may not be enrolled by a guardian or any other individual.

13) Able and willing to perform SC self-injections or have a caregiver able, willing, and
available to administer the injections

14) Subjects receiving non-prohibited medication for any reason should be on a stable dose
(defined as no change in prescription and stable per investigator judgment) prior to the first
administration of study drug on Day 1

15) A negative serum pregnancy test result at the Screening Visit and negative urine pregnancy
test result at the Day 1 Visit are required for female subjects of child bearing potential
(as defined in Appendix 3)

16) Male subjects and female subjects of childbearing potential who engage in heterosexual
intercourse must agree to use protocol specified method(s) of contraception as described in
Appendix 3.

17) Lactating females must agree to discontinue nursing before the study drug is administered
4.3. Exclusion Criteria

Subjects who meet any of the following exclusion criteria are not to be enrolled in this study.
1) Known hypersensitivity to the study drug, the metabolites, or formulation excipients

2) Prior PsA or psoriasis treatment with a bioDMARD

3) Prior exposure to a JAK inhibitor >2 doses
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4) Corticosteroid use as follows:
a) Intra-articular corticosteroids <8 weeks of Day 1
b) Parenteral corticosteroids <2 weeks of Day 1
5) Use of any of the following treatments <4 weeks of Day 1:
a) Intra-articular injection of hyaluronate therapies
b) Oral retinoids (including tazarotene)

c) Phototherapy (UVA or UVB) with or without psoralens or self-treatment with sunbathing
or tanning beds

d) Potent P-glycoprotein (P-gp) inducers (e.g. carbamazepine, clotrimazole, dexamethasone,
phenothiazine, phenytoin, retinoic acid, rifampin, St. John’s wort and venlafaxine)

e) Oral or injectable gold
f) D-penicillamine

g) Cytotoxic agents including chlorambucil, cyclophosphamide, nitrogen mustard, or other
alkylating agents

6) Any moderately to severely active musculoskeletal or skin disorder other than PsA or plaque
psoriasis that would interfere with assessment of study parameters, as per judgment of
investigator

NOTE: Prior history of reactive arthritis or axial spondyloarthritis is permitted if there is
documentation of change in diagnosis to PsA or an additional diagnosis of PsA

7) Any history of an inflammatory arthropathy with onset before age 16 years old

8) Active autoimmune disease that would interfere with assessment of study parameters or
increase risk to the subject by participating in the study, (e.g. uveitis, inflammatory bowel
disease, uncontrolled thyroiditis, systemic vasculitis, transverse myelitis), per judgement of
investigator

9) Presence of any extra-articular manifestations typically associated with RA, such as
rheumatoid nodules, rheumatoid lung, or other signs / symptoms, as per judgement of
investigator

10) Have undergone surgical treatments for PsA, including synovectomy or arthroplasty
in >4 joints and / or <12 weeks prior to Day 1

11) History of major surgery (requiring regional block or general anesthesia) <3 months prior to
Screening or planned major surgery during the study
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12) Administration of a live / attenuated vaccine <30 days prior to Day 1, or planned during the
study

13) Participation in any clinical study of an investigational drug / device <4 weeks or 5 half-lives
prior to Screening, whichever is longer. Exposure to investigational biologics must be
discussed with the Sponsor with written approval.

14) History of or current moderate to severe congestive heart failure (New York Heart
Association [NYHA] class III or IV), or within the last 6 months, a cerebrovascular accident,
myocardial infarction, unstable angina, unstable arrhythmia, new or significant ECG finding
at Screening, or any other cardiovascular condition which, in the opinion of the investigator,
would put the subject at risk by participation in the study

15) History of malignancy <5 years prior to Screening (except for adequately treated basal cell
carcinoma or non-metastatic squamous cell carcinoma of the skin or cervical carcinoma in
situ, with no evidence of recurrence)

16) History of lymphoproliferative disease or current lymphoproliferative disease
17) History of organ or bone marrow transplant

18) History of gastrointestinal perforation

19) Positive serology for human immunodeficiency virus (HIV) 1 or 2

20) Evidence of active HCV infection. Subjects with positive HCV Antibody (Ab) at Screening,
require reflex testing for HCV RNA. Subjects with positive HCV RNA viral load (VL) at
Screening will be excluded. Subjects with positive HCV Ab, but negative HCV RNA VL are
eligible per investigator judgment, but require ongoing monitoring as outlined in the Study
Procedures Table (Appendix 2).

21) Evidence of active HBV infection. Subjects with positive HBV surface antigen (HBsAg) at
Screening are excluded from the study. Subjects with positive HBV core Ab and negative
HBsAg, require reflex testing for HBV DNA. Subjects with positive HBV DNA at Screening
will be excluded. Subjects with positive HBV core Ab, and negative HBV DNA are eligible
per investigator judgment, but may require prophylactic treatment in accordance with HBV
treatment guidelines / local standard of care and require ongoing monitoring with blood tests
for HBV DNA as outlined in the Study Procedures Table (Appendix 2).

22) History of opportunistic infection, or immunodeficiency syndrome, which would put the
subject at risk, as per investigator judgment

23) Active infection that is clinically significant, as per judgment of the investigator, or any
infection requiring hospitalization or treatment with intravenous anti-infectives <60 days of
Screening; or any infection requiring oral anti-infective therapy <2 weeks of Day 1

24) Currently on any therapy for chronic infection (such as pneumocystis, cytomegalovirus,
herpes zoster, and atypical mycobacteria)
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25) History of disseminated staphylococcus aureus or disseminated herpes simplex infection

26) History of symptomatic herpes zoster infection <12 weeks prior to Screening or have history
of disseminated / complicated herpes zoster infection (multi-dermatomal involvement,
ophthalmic zoster, central nervous system involvement or postherpetic neuralgia)

27) History of an infected joint prosthesis or other implanted device with retention of the
prosthesis or device in situ

28) Current tobacco, alcohol, or substance abuse, per investigator judgement

29) Any known condition or contraindication as addressed in the local labeling for adalimumab
that would preclude the subject from participating in this study

30) Active fibromyalgia or other disorder that based on the investigator’s opinion would make it
difficult to appropriately assess PsA activity for the purposes of this study

31) Any chronic, uncontrolled medical condition, which would put the subject at increased risk
during study participation including but not limited to: diabetes, hypertension, morbid
obesity, thyroid, adrenal, pulmonary, hepatic, renal, neurological and / or psychiatric disease
or other disease of concern, or circumstances which may make a subject unlikely or unable to
complete or comply with study procedures and requirements, as per investigator judgement

32) Ongoing suicidal ideation or history of suicide attempt <20 years of Screening

33) Significant blood loss (>450 mL) or transfusion of any blood product <12 weeks prior to
Day 1

34) Central laboratory tests at Screening that meet any of the criteria below:
a) Hemoglobin <8.0g / dL (SI: <80 g/ L)
b) White blood cells <3.0 x 10* cells / mm? (SI: <3.0 x 10° cells / L)
¢) Neutrophils <1.5 x 10° cells / mm? (SI: <1.5 x 10° cells / L)
d) Lymphocytes <0.5 x 10° cells / mm? (SI: <0.5 x 10° cells / L)
e) Platelets <100 x 103 cells / mm? (SI: <100 x 10° cells / L)
f) ALT or AST >1.5x ULN

g) Total bilirubin level >1.5x ULN unless the subject has been diagnosed with Gilbert’s
disease and this is clearly documented

h) Estimated creatinine clearance <40 mL/min based on the Cockroft Gault formula

NOTE: Before subject is considered a screen-failure, out of range lab values may be rechecked
one time after consultation with the Sponsor or designee. Written approval must be obtained.

35) Subject is unwilling or unable to follow protocol requirements
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4.4. MRI Investigation Eligibility Criteria

4.4.1. MRI Inclusion Criteria:

1) Subject must fulfill criteria for entry to the Main Study

2) Subject must have PsA joint involvement at a minimum in one hand / wrist as confirmed by
the investigator at Screening. The same hand / wrist (R or L) should be imaged at all
subsequent MRIs, regardless of PsA activity

3) Subject’s baseline MRI must fulfill at least one of the below criteria by central reading:

a) Definitive intra-articular MRI synovitis (PsAMRIS Grade >2 in any applicable hand or
wrist joint, or PSAMRIS Grade 1 in >2 applicable joints)

OR
b) Definitive MRI osteitis in any applicable bone

4) An acceptable baseline MRI read and approved by central imaging, on or before the end of
the Screening period

4.4.2. MRI Exclusion Criteria

Subjects may still participate in the Main Study / LTE if ineligible for the MRI investigation.
Reasons for ineligibility may include, but are not limited to:

1) Inability or medical contraindication for an MRI examination (e.g. presence of a pacemaker,
defibrillator, or other contraindicated implanted metallic device, such as anterior interbody
cages, aneurysm clip or pedicle screws, severe claustrophobia or weight >350 lbs./158 kg)

2) Metallic fragments embedded anywhere in the body OR pigment-containing tattoos in the
area of examination

3) Known or potential risk of adverse reaction to gadolinium-based contrast agents, including
but not limited to, allergy or compromised renal function, per investigator judgment

4) Very difficult peripheral intravascular access
4.5. Screen Failures

Subjects who do not enter the study due to administrative reasons (for example, exceeding the
screening window due to issues with appointment scheduling or delays in obtaining results of
laboratory data) may be rescreened one time.
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Subjects who are permitted to rescreen will receive a new screening number and must repeat all
screening assessments including the informed consent. Rescreening should not be used to
recheck a subject who is likely unsuitable for the study, for example, to check whether their
chronically abnormal laboratory test is closer to normal range.

Subjects who do not meet the inclusion / exclusion criteria for entry into the MRI investigation
(“MRI screen failures™), should forgo the MRI investigation and continue participation in the
Main Study.
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S STUDY DRUG

5.1. Randomization, Blinding and Treatment Codes

An Interactive Voice / Web Response System (IXRS) will be used to manage subject
randomization and treatment assignments. It is the responsibility of the investigator to ensure that
the subject is eligible for the study prior to enrollment. Randomization scheme for each Main
Study’s transition to the LTE is outlined in Section 3.2. Study drug assignments either at
Baseline or at LTE will be maintained in a blinded fashion within the IXRS.

Subjects and Investigators will be kept blinded to the results of the CRP test at all visits. Sponsor
will be blinded to CRP results in the Main Study only, except the Day 1 Visit. T and B
lymphocyte and natural killer (TBNK) results will be blinded to subjects and Investigators at all
visits.

Blinding of stud

treatment is critical to the integrity of this clinical trial.

Individuals in Clinical Packaging and
Labeling or Clinical Supply Management who have an Unblinded Inventory Manager role in the
IXRS system for purposes of study drug inventory management, and individuals in
Pharmacovigilance and Epidemiology (PVE) responsible for safety signal detection, and / or
expedited reporting of suspected unexpected serious adverse reactions (SUSARS) to regulatory
authorities may be unblinded to individual case data and / or group level summaries. Contract
research organization (CRO) biostatisticians and programmers will be unblinded for the DMC
data reviews.

5.1.1. Procedures for Breaking Treatment Codes

In the event of a medical emergency where breaking the blind is required to provide medical care
to the subject, the investigator may obtain treatment assignment directly from the IXRS system
for that subject. Gilead recommends, but does not require, that the investigator contact the Gilead
Medical Monitor or designee before breaking the blind. Treatment assignment should remain
blinded unless that knowledge is necessary to determine subject emergency medical care. The
rationale for unblinding must be clearly explained in source documentation and on the electronic
case report form (eCRF), along with the date on which the treatment assignment was unblinded.
The investigator is requested to contact the Gilead Medical Monitor or designee promptly in case
of any treatment unblinding.

If a subject’s treatment assignment is disclosed to the investigator due to a medical emergency,
the subject will have study treatment discontinued.
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5.2. Description and Handling of Filgotinib and PTM Filgotinib

5.2.1. Formulation of Filgotinib and PTM Filgotinib

Filgotinib is provided as 100 mg and 200 mg strength tablets. Filgotinib tablets, 100 mg and

200 mg, are beige, debossed with “GSI” on one side and “100” or “200” on the other,
capsule-shaped, biconvex, film-coated tablets for clinical use. Each tablet contains the equivalent
of 100 mg or 200 mg filgotinib free base in the form of filgotinib maleate. In addition to the
active ingredient, filgotinib tablets contain the following inactive ingredients: microcrystalline
cellulose, lactose monohydrate, fumaric acid, pregelatinized starch, silicon dioxide, magnesium
stearate, macrogol / polyethylene glycol (PEG) 3350, polyvinyl alcohol, talc, titanium dioxide,
iron oxide yellow, and iron oxide red.

PTM filgotinib tablets, 100 mg and 200 mg, are identical in appearance to the respective active
tablets. PTM filgotinib tablets contain the following inactive ingredients: microcrystalline
cellulose, lactose monohydrate, croscarmellose sodium, magnesium stearate,

macrogol / PEG 3350, polyvinyl alcohol, talc, titanium dioxide, iron oxide yellow, and iron
oxide red. For the purpose of the LTE, PTM filgotinib tablets will only be utilized for the
maintenance of the Main Study’s treatment assignment blind, and not as a comparator treatment
to active filgotinib.

5.2.2. Packaging and Labeling of Filgotinib and PTM Filgotinib

Filgotinib tablets, 100 mg and 200 mg, and PTM filgotinib tablets, 100 mg and 200 mg, are
packaged in white, high density polyethylene (HDPE) bottles. Each bottle contains 30 tablets,
silica gel desiccant and polyester packing material. Each bottle is enclosed with a white,
continuous thread, child-resistant polypropylene screw cap fitted with an induction-sealed,
aluminum-faced liner.

Sufficient quantities of filgotinib tablets, 100 mg and 200 mg, and PTM filgotinib tablets to
complete the entire study will be shipped to the investigator or qualified designee from the
Gilead Supply Management Team (or its designee).

Study drugs to be distributed to participating sites shall be labeled to meet applicable
requirements of the U.S. FDA, the EU Guideline to Good Manufacturing Practice — Annex 13
(Investigational Medicinal Products), the Ministerial Ordinance on Good Clinical Practice for
Drugs in Japan, and / or other local regulations, as applicable.

5.2.3. Storage and Handling of Filgotinib and PTM Filgotinib

Filgotinib tablets and PTM filgotinib tablets should be stored at controlled room temperature of
25°C (77°F); excursions are permitted between 15°C and 30°C (59°F to 86°F). Storage
conditions are specified on the label.
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Until dispensed to the subjects, all drug products should be stored in a securely locked area,
accessible only to authorized site personnel. To ensure the stability of the study drug and to
ensure proper product identification, the drug product should not be stored in a container other
than the container in which they are supplied. Consideration should be given to handling,
preparation, and disposal through measures that minimize drug contact with the body.
Appropriate precautions should be followed to avoid direct eye contact or exposure when
handling.

5.2.4. Dosage and Administration of Filgotinib and PTM Filgotinib

Filgotinib tablets, 100 mg or PTM and 200 mg or PTM will be administered once daily with or
without food. Each subject should be given instructions to maintain approximately the same
daily time of administration to ensure similar dosing interval is maintained between study drug
doses.

For missed dose(s) of study medication, subjects should be instructed to take the missed dose(s)
of study medication as soon as possible during the same day. If the missed dose is not taken on
the original day, subjects should be cautioned not to double the next dose with the missed dose of
study drug under any circumstances. In those cases, the missed dose should be returned to the
study drug bottle.

5.3. Description and Handling of Adalimumab and PTM Adalimumab
5.3.1. Formulation of Adalimumab and PTM Adalimumab

Adalimumab is commercially sourced. Information regarding the formulation can be found in the
current prescribing information.

PTM adalimumab will be manufactured by Gilead Sciences, Inc. (GSI) to match the presentation
of adalimumab. It will be visually identical to the adalimumab, but will contain no active
ingredient. PTM adalimumab for SC injection is formulated as a sterile, aqueous buffered
solution in a single-use prefilled syringe. The buffered solution contains sucrose, acetic acid, and
sodium acetate at pH 5.0.

5.3.2. Packaging and Labeling of Adalimumab and PTM Adalimumab

Adalimumab and PTM for SC injection will be supplied in clear, single-use prefilled syringe.
Each syringe delivers 40 mg of drug product or matching placebo.

Study medication to be distributed to participating sites shall be labeled to meet applicable
requirements of the US FDA, EU Guideline to Good Manufacturing Practice — Annex 13
(Investigational Medicinal Products), the Ministerial Ordinance on Good Clinical Practice for
Drugs in Japan, and / or other local regulations, as applicable.
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5.3.3. Storage and Handling of Adalimumab and PTM Adalimumab

Adalimumab and PTM should be stored under refrigeration between 2°C to 8°C (36°F to 46°F),
protected from light and should not be frozen. Storage conditions are specified on the label.

Until dispensed to the subjects, all drug products should be stored in a securely locked area,
accessible only to authorized site personnel. To ensure the stability of the study drug and to
ensure proper product identification, the drug product should not be stored in a container other
than the container in which they are supplied. Consideration should be given to handling,
preparation, and disposal through measures that minimize drug contact with the body.
Appropriate precautions should be followed to avoid direct eye contact or exposure when
handling.

5.3.4. Dosage and Administration of Adalimumab and PTM Adalimumab

Adalimumab or PTM adalimumab will be self-administered by the subject or caregiver as
specified in study procedures and instructions provided to the subject. Subject or caregivers will
be instructed to subcutaneously administer adalimumab or PTM adalimumab study medication
once every other week according to the instructions provided to them. On weeks when study
visits are scheduled, the injection should be planned to occur as outlined in the Priority of
Assessments (Section 6.6.1).

At the investigational site, all adalimumab supplies and PTM adalimumab must be handled and
stored safely and properly, and kept in a secured location to which only the investigator and
authorized staff have access.

54. Prior and Concomitant Medications

Concomitant therapies for treatment of pre-existing conditions may be continued during the
study provided they are in accordance with the inclusion and exclusion criteria (Section 4), and
the permitted and prohibited concomitant medication instructions throughout Section 5.4. These
medications should be continued without variation of dose or regimen during the study, as much
as possible.

All non-PsA medication(s) used within 30 days of consent, including any changes, are to be
documented in the eCRF. All prior medication(s) used in the treatment for PsA will be
documented in the eCRF.

At each study visit, the site will capture any and all medications taken by the subject since the
last visit or during the visit (as applicable). Concomitant medications include prescription
medications, non-prescription medications, naturopathic therapies, dietary supplements, vitamins
and minerals.

In case new non-prohibited therapies need to be administered during the study, the risk / benefit
to the subject should be carefully assessed and consideration given to the timing of any necessary
introduction of new medications.
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54.1. Concomitant Medications: PsA Related

Permitted concomitant medications for PsA should be kept stable as much as possible throughout
the study and include:

NSAIDs, at a stable dose and regimen, through the Week 16 Visit, as much as possible. On
the day of any study visit, NSAIDs should be held 12 hours before the visit until all
scheduled assessments have been completed for that visit day.

Analgesics, including opioids and other non-NSAID based therapies, at a stable dose and
regimen, as much as possible. On the day of any study visit, analgesics should be held
12 hours before the visit until all scheduled assessments have been completed for that day.

Oral prednisone <10 mg daily (or equivalent), at a stable dose and regimen, through the
Week 16 Visit. If there is a need for the use of additional corticosteroids (oral, parenteral,
inhaled or other) for the treatment of an AE, it should be discussed with the Gilead Medical
Monitor or designee in advance, as much as possible, as well as the possible discontinuation
of study drug and / or the subject from the study. The AE and medications administered will
be documented in the eCRF. See Section 5.4.1.2 for additional guidance on special
circumstances for corticosteroids.

Topical therapies for psoriasis (e.g. topical corticosteroids, coal tar, salicylic acid, vitamin D
analogs, retinoids, anthralin, topical calcineurin inhibitors such as tacrolimus) at a stable dose
and regimen through the Week 16 Visit.

csDMARDs (maximum of 2 can be taken together during the study):

a) MTX oral or SC up to 25 mg/ week (must include concomitant use of a folic acid
supplementation as per local standard of care / investigator judgment). Dose should be
stable through the Week 16 Visit.

NOTE: MTX may not be combined with leflunomide.

b) Leflunomide up to 20 mg once daily orally Dose should be stable through the Week 16
Visit.

NOTE: Leflunomide may not be combined with MTX.
c) Sulfasalazine up to 3 g daily orally. Dose should be stable through the Week 16 Visit.

d) Hydroxychloroquine up to 400 mg daily or chloroquine up to 250 mg daily. Dose should
be stable through the Week 16 Visit.

e) Apremilast up to 30 mg twice daily orally. Dose should be stable through the Week 16
Visit.
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Dose adjustments for management of toxicity of the above medications are allowed and should
be documented, along with documentation of the AE which led to the change in the medication.

After the Week 16 Visit, subject's dose of concomitant medications for PsA can be reduced or
tapered based on investigator judgement. The dose may be adjusted back up as needed, but
should not exceed the stable dose identified on Day 1.

Please note that certain PSA concomitant medications such as antimalarial drugs, systemic
corticosteroids, and NSAIDs, as well as certain non-PsA-related medications such as beta
blockers, lithium, and ACE inhibitors, can cause dermatitis or exacerbate psoriasis.

54.1.1. PsA Rescue Therapy

Investigators should perform an ongoing assessment of a subject’s need for rescue therapy
beginning at the Week 16 Visit through the completion of the study. Sites will be assisted with
this by receiving a one-time alert at the Week 16 Visit for subjects with <20% improvement from
Day 1 in the TIC68 or SIC66 (these subjects are referred to as inadequate responders). At that
time, it will be required to modify the subject’s concomitant medication(s) by adjusting the dose
of existing medication(s) and / or introducing new medication(s) based on investigator
judgement along with consideration of the subject’s medical history (e.g. comorbidities, history
of concomitant medications, etc.). After the Week 16 Visit investigators will not receive an alert
for subjects with <20% improvement; however, clinical judgement should be used to decide if
the subject is not clinically improving and requires rescue therapy. The following medications
are recommended as rescue therapy options to add or modify after Week 16: NSAIDs, opiate
analgesics, csDMARD:s, corticosteroids, and bioDMARDs. Subjects must discontinue study at
time of bioDMARD initiation.

Starting at the Week 24 Visit, subjects who have <10% improvement from Day 1 in the TIC68
or SJC66 at two consecutive visits despite stable background PsA therapy should discontinue
both study drug and study and adjust any PsA treatment as deemed appropriate by the
investigator. Sites will be assisted with this by receiving a discontinuation of study alert when
subjects reach this threshold at any time from the Week 24 Visit through the end of the study.

In cases where a subject has had recent modification of PsA therapy requiring time for further
assessment, the investigator should use clinical judgement to decide if subjects should continue
study drug and study despite receiving the discontinuation alert.

Subjects who discontinue study drug at any point during the LTE should also exit the study.
54.1.2. Special Circumstances for Corticosteroids, Hyaluronate Therapy, and Biologics

At any time during the study if there is a need for the use of additional corticosteroids

(oral, parenteral, inhaled or other) for the treatment of an AE (e.g. asthma exacerbation, allergy,
or anaphylaxis reaction, etc.), it should be discussed with the Gilead Medical Monitor or its
designee in advance, as much as possible, as well as the possible discontinuation of study drug
and / or the study. The AE and medications administered will be documented in the eCRF.
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During the LTE subjects may receive intra-articular corticosteroids or hyaluronate therapy for
treatment of PsA if needed. The dose of corticosteroid injected should not exceed the equivalent
dose of triamcinolone 80 mg suspension. For the analysis of the SJC66 and TIC68, these joints
will be considered “not assessable” for 3 months from the time of the intra-articular injection and
should be documented.

Concomitant biologics not given for the treatment of an inflammatory arthropathy (i.e. given for
osteoporosis) may be allowable after written approval from the Gilead Medical Monitor or
designee.

5.4.2. Concomitant Medications: Non-PsA Related

Non-PsA related therapy such as hormone replacement therapy, thyroid replacement, and other
chronic therapies (such as those for well-controlled diabetes or hypertension) are permitted
during the study, and should be kept at a stable dose and regimen, as much as possible.

Vitamin, mineral, or herbal supplementations are permitted during the study per judgment of
investigator, and should be kept at a stable dose and regimen, as much as possible.

Female subjects of childbearing potential must agree to use highly effective birth-control
methods as outlined in Appendix 3. The use of contraceptives will be recorded in the
Concomitant Therapy section of the eCRF. Applicable procedures and treatment guidance based
on package inserts will be followed.

5.4.3. Prohibited Concomitant Medications

Prohibited concomitant medications at the time of randomization, with applicable washout
periods, are included in the Exclusion Criteria (Section 4.3).

Prohibited concomitant medications during the course of the study are as follows:

e Throughout the entire study unless required for rescue therapy after the Week 16 Visit:
— Intra-articular or parenteral corticosteroids
— Intra-articular hyaluronate injections

— Small molecule immunomodulators that were not already started at the time of study
enrollment (i.e. subject cannot start methotrexate, hydroxychloroquine, etc., as a new
concomitant medication after Day lunless required for rescue therapy after the Week 16
Visit)

— Ultraviolet light therapy

— BioDMARD:s (e.g. etanercept, golimumab, abatacept, secukinumab, etc.) If required for
rescue therapy per investigator judgment, subjects must discontinue study at time of
bioDMARD initiation.

— B-cell depleting agents (e.g. rituximab, etc.) If required for rescue therapy per
investigator judgment, subjects must discontinue study at time of B-cell depleting agent
initiation.
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e Throughout the entire study:
— JAK inhibitors (e.g. tofacitinib, baricitinib, etc.)
— Potent Pg-p inducers (e.g. rifampin, phenytoin, carbamazepine, and St. John’s wort)
— Oral or injectable gold
— D penicillamine

— Any cytotoxic agent, including chlorambucil, cyclophosphamide, nitrogen mustard, and
other alkylating agents

— Investigational drugs or devices
5.4.4. Vaccine Guidelines

Prior to study participation, it is recommended that the subject’s vaccinations be brought up to
date according to local vaccination standards. The varicella vaccine is of particular importance
for immunocompromised patients.

Live or attenuated vaccines (including, but not limited to varicella and inhaled flu vaccine) are
prohibited <30 days of the Day 1 Visit, throughout the study, and for 4 weeks after the last dose
of study drug.

Subjects should be advised to avoid routine household contact with persons vaccinated with
live / attenuated vaccine components. A study subject’s exposure to household contacts should
be avoided for the below stated time periods:

e Varicella or attenuated typhoid fever vaccination — avoid contact for 4 weeks following
vaccination

e Oral polio vaccination — avoid contact for 6 weeks following vaccination
e Attenuated rotavirus vaccine — avoid contact for 10 days following vaccination
e Inhaled flu vaccine — avoid contact for 1 week following vaccination

Inactivated vaccines (such as inactivated flu vaccines) should be administered according to local
vaccination standards whenever medically appropriate; however, there are no available data on
the concurrent use of filgotinib and its impact on immune responses following vaccination.

5.5. Accountability for Study Drugs

The investigator is responsible for ensuring adequate accountability of all used and unused study
drugs. This includes acknowledgement of receipt of each shipment of study drugs (quantity and
condition). All used and unused study drugs dispensed to subjects must be returned to the site.
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Filgotinib, adalimumab, and PTMs accountability records will be provided to each study site to:
e Record the date received and quantity of study drugs
e Record the date, subject number, subject initials, the study drug number dispensed

e Record the date, quantity of used and unused study drugs returned, along with the initials of
the person recording the information

e Dispensing records will include the initials of the person dispensing the study drug or
supplies

5.5.1. Study Drug Return or Disposal

At study initiation, the monitor will evaluate the site’s standard operating procedure for study
drug disposal / destruction in order to ensure that it complies with Gilead’s requirements. Study
drug may be returned or destroyed on an ongoing basis during the study, if appropriate. At the
end of the study, following final drug inventory reconciliation by the monitor, the study site will
dispose of and / or destroy all unused study drug supplies, including empty containers, according
to these procedures. If the site cannot meet Gilead’s requirements for disposal, arrangements will
be made between the site and Gilead or designee for destruction or return of unused study drug
supplies.

All drug supplies and associated documentation will be periodically reviewed and verified by the
study monitor over the course of the study.

For additional information about study drug accountability and return, refer to Section 9.1.8
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6. STUDY PROCEDURES

The study procedures to be conducted for each subject enrolled in the study are presented in
tabular form in Appendix 2. Assessments that need specific attention are described in the text
that follows.

The investigator must document any deviation from protocol procedures and notify the Sponsor
or designee.

6.1. Part 1 — Main Study (Screening through Week 16 Visit)
6.1.1. Screening Visit

Entry into screening does not guarantee enrollment into the study. In order to manage the total
trial enrollment, Gilead, at its sole discretion, may suspend screening and / or enrollment at any
site or trial-wide at any time.

Subjects will be screened <28 days before randomization to determine eligibility for participation
in the study. Study assessments will be completed as specified in the Study Procedures

Table (Appendix 2). Prior to any assessments being performed, a written consent must be
obtained.

Subjects meeting all of the inclusion criteria and none of the exclusion criteria will return to the
clinic <28 days after screening for randomization into the study.

6.1.1.1. MRI Investigation

Subjects meeting all of the Main Study inclusion criteria and none of the Main Study exclusion
criteria may be entered into an MRI investigation if all MRI inclusion and none of the MRI
exclusion criteria are met.

Subjects participating in the MRI investigation must have an acceptable baseline MRI as per the
central review. Subject’s MRIs should only be taken after all other eligibility criteria within the
main study have been met. To allow for scheduling and reading of images, the screening period
may be extended to 42 days, in these cases only. A single repeat MRI may be done if determined
required by central review and must be completed before the Day 1 Visit. See Section 4.5 for
additional information on MRI screen failures.

6.1.2. Day 1 Visit
Study assessments will be completed as specified in the Study Procedures Table (Appendix 2).

At the end of the visit, subjects will be randomized. Refer to Appendix 7 for how days of
treatment are numbered.
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Subjects will be randomly allocated to a dosing group according to a pre-specified randomization
scheme prepared by an independent statistician. Once confirmed eligible for the study, subjects
will be randomized using a computerized IXRS system. Randomization will be stratified by
geographic region, concurrent use of csDMARDs and / or apremilast at randomization (yes or
no).

For each subject at each visit, the clinic will contact the IXRS system and for the appropriate kit
number to be dispensed. The kit will contain the relevant study drugs for the period until the next
dispensation visit.

Female subjects of child bearing potential will be provided at-home pregnancy tests for use at the
Safety Follow-up Visit or as needed.

6.1.3. Week 2 Visit through Week 16 Visit
Study assessments will be completed as specified in the Study Procedures Table (Appendix 2).

For the first 16 weeks of study participation, subjects who temporarily interrupt or permanently
discontinue blinded study drug for any reason are to continue with study visits and assessments
through the Week 16 Visit, unless the subject withdraws consent, is lost to follow-up, and / or
continuation in the study is medically contraindicated, per investigator’s judgment. The Week 16
Visit will be their last in-clinic visit.

6.2. Part 2 - LTE (After the Week 16 Visit and up to 2 years)

After completion of the Main Study, subjects who have not permanently discontinued study drug
will continue on to the LTE as follows:

Those who were assigned to the filgotinib groups will continue on the same study drug
assignments.

Those who were assigned to the placebo or active comparator groups will be reassigned 1:1 in a
blinded fashion to filgotinib 100 mg or 200 mg once daily.

Study assessments will be completed as specified in the Study Procedures Table (Appendix 2).
6.3. Early Termination (ET) Visit

If a subject discontinues the study early either during the Main Study or during the LTE, every
attempt should be made to perform the required study-related ET procedures and Safety
Follow-up Visit procedures as specified in the Study Procedures Table (Appendix 2).
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6.3.1. Main Study Early Termination Visit

Subjects who permanently discontinue study drug prior to or at the Week 16 Visit and exit the
study at the Week 16 Visit will need to perform a Main Study ET Visit in lieu of the Week 16
Visit. Subjects who permanently discontinue study drug and permanently discontinue study prior
to the Week 16 Visit should perform a Main Study ET Visit <7 days of study discontinuation.

6.3.2. LTE Early Termination Visit

Subjects who permanently discontinue study drug during the LTE should perform an LTE ET
Visit <7 days of study drug discontinuation.

6.4. Completion Visit

At the Week 120 Visit (~2.25 years), subjects will have their last in-clinic visit and will complete
study assessments as specified in the Study Procedures Table (Appendix 2).

6.5. Safety Follow-up Visit

The Safety Follow-up Visit will be performed approximately 4 weeks after a subject’s last
in-clinic visit in either the Main Study or the LTE as specified in the Study Procedures Table
(Appendix 2). This visit should be done by phone call unless otherwise required by region.

Subjects in Europe will have additional Safety Follow-up Visits. These visits will occur 8, 12,
and 16 weeks after their last SC injection of study drug and should also be done by phone call
unless otherwise required by region. If the subject’s last study visit is greater than or equal to
16 weeks from their last SC injection, the additional Safety Follow-up Visits will not be
required.

6.6. Study Assessments

Study Assessments will be performed at the time points indicated in the Study Procedures
Table (Appendix 2).

6.6.1. Assessment Order
The recommended order of study procedures is as follows:

1) Patient Reported Outcomes (PROs)

NOTE: It is recommended that the PROs are performed at the beginning of each visit prior to
any other visit-related procedures, other than signing of informed consent.

2) Clinical assessments (e.g. physical exam, physician reported outcome measures, recording of
history, AEs, concomitant medications, etc.)

3) Laboratory sample collection, imaging and biopsy assessments, as applicable

4) Study drug dosing
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6.6.2. Demographics, Medical History, and Physical Exams

At the Screening Visit, subject’s demographics (year of birth, age, sex, race, ethnicity, etc.),
baseline disease characteristics (current medical conditions, spondylitis, history of extra-articular
involvement such as uveitis, psoriasis, inflammatory bowel disease (IBD), dactylitis, enthesitis,
etc.), PsA diagnosis, prior PsA treatment(s) and medical history will be collected. This will
include but is not limited smoking status, average weekly alcohol consumption, any other
chronic medical conditions, and prior surgeries.

Complete physical examinations and symptom-driven physical examinations will be performed
at the time points indicated in the Study Procedures Table (Appendix 2). A complete physical
examination should include source documentation of general appearance, and the following body
systems: Head, neck and thyroid; eyes, ears, nose, throat, mouth and tongue; chest (excluding
breasts); respiratory; cardiovascular; lymph nodes; abdomen; skin, hair, nails; musculoskeletal;
and neurological. Any changes from Baseline will be recorded. Height will be measured at the
Screening Visit only.

6.6.3. Efficacy
6.6.3.1. Patient Reported Outcomes

Comprehensive descriptions and instructions for each PRO are provided in the electronic clinical
outcomes assessments materials. Examples can be found in Appendix 9. - Appendix 26.

PROs collected in this study will include:

HAQ-DI: Health Assessment Questionnaire — Disability Index

FACIT-Fatigue: Functional Assessment of Chronic Illness Therapy — Fatigue Scale

SF-36v2: 36 - item Short - Form Health Survey Version 2

PsAID-12: 12-item Psoriatic Arthritis Impact of Disease

PGADA: Patient’s Global Assessment of Disease Activity

PGAPI: Patient’s Global Assessment of Psoriatic Arthritis Pain Intensity
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6.6.3.2. Clinical Reported Outcome Measurements

Comprehensive descriptions and instructions for each clinical assessment are provided in the
electronic clinical outcomes assessments materials. Examples can be found in
Appendix 9. - Appendix 26

Physician (or site staff designee) reported outcome measurements collected in this study include:
e PASI including BSA: Psoriasis Area and Severity Index including Body Surface Area

e mNAPSI: Modified Nail Psoriasis Severity Index

e PhGAP: Physician’s Global Assessment of Psoriasis

e SPARCC Enthesitis Index and LEI: Spondyloarthritis Research Consortium of Canada
Enthesitis Index and Leeds Enthesitis Index

e SJC66/TJC68: Swollen and Tender Joint Count

e LDI: Leeds Dactylitis Index

e PhGADA: Physician’s Global Assessment of Disease Activity
6.6.3.3. Independent Assessor

Assessment of tender and swollen joints, dactylitis, enthesitis, and psoriasis of the skin and nails
will take place at the time points indicated in the Study Procedures Table (Appendix 2). The
clinical assessment forms are provided in Appendix 20, Appendix 21, Appendix 23,

Appendix 24, and Appendix 25.

An independent clinical assessor with adequate training including completion of the required
training provided by the Sponsor, and experience in performing these assessments will be
designated at each study site to perform all relevant assessments including SJIC66 / TIC68,
SPARCC Enthesitis Index and LEI, LDI, PASI including BSA, and mNAPSI should be blinded
to the other study assessments performed on that day. The assessor should preferably be a
rheumatologist; however, if a rheumatologist is not available, it should be a health care worker
who has completed the required training provided by the Sponsor and has experience in
performing these assessments. The assessor should remain the same throughout the study per
subject, as much as possible. It is required that the designated assessor identify an appropriate
back up assessor to provide coverage if the designated assessor is absent.
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6.6.4. Safety Assessments

6.6.4.1. Vital Signs and Weight

Vital signs and weight will be performed at the time points indicated in the Study Procedures
Table (Appendix 2).

Vital signs should be taken after the subject has been resting for 5 minutes and will include heart
rate, respiratory rate, systolic blood pressure (SBP), diastolic blood pressure (DBP), and body
temperature. Weight will be measured without shoes.

6.6.4.2. 12-lead Electrocardiogram
A resting 12-lead ECG will be performed at the Screening Visit only.

The ECG should be obtained after the subject has been resting in the supine position for 5 min
and will include heart rate (HR), QRS, uncorrected QT, morphology, and rhythm analysis. ECGs
will be interpreted by the investigator (or qualified designee) for clinical significance and results
will be entered into the eCRF.

6.6.4.3. Pregnancy Test

For females of childbearing potential only, pregnancy tests will be performed at the time points
indicated in the Study Procedures Table (Appendix 2).

For eligibility, a serum pregnancy test will be performed at the Screening Visit and a urine
pregnancy test will be performed at the Day 1 Visit. Urine pregnancy tests will be performed at
all other visits. Subjects will be provided an at-home pregnancy test for use during the LTE, at
the Safety Follow-up Visit, or as needed. Per local regulation LTE and Safety Follow-up Visit
Pregnancy tests may be performed in-clinic.

The site will call the subject every 4 weeks during the LTE or at the Safety Follow-up Visit, if
there is not a clinic visit scheduled, in order to obtain results. Results will be recorded in the
source documents and eCRF. If any pregnancy test is positive, study drug should be immediately
interrupted and the subject should present to the site for further evaluation and testing, including
a serum pregnancy test.

6.6.5. Laboratory Assessments

. A list of scheduled laboratory tests for this study is available in Appendix 5.
Reference ranges will be supplied by the central laboratory and will be used by the investigator
to assess the laboratory data for clinical significance and pathological changes.

Blood samples will be collected by venipuncture at
the time points indicated in the Study Procedures Table (Appendix 2). In addition, urine samples
for the clinical laboratory assessments will be collected. Fasting (no food or drinks, except water)
of at least 8 hours will be required prior to collection of blood samples for lipid testing only.
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Laboratory values outside the normal range will be flagged and clinical relevance will be
assessed by the investigator. Following up on laboratory abnormalities is the responsibility of the
investigator. More frequent sampling as well as additional tests may be performed as deemed
necessary by the investigator.

NOTE: In the case where clinically significant laboratory test results are a potential reason for
discontinuation from the study drug, retesting of the affected parameter(s) should be prompt

(<7 days) after the investigator has consulted with the Gilead Medical Monitor or designee. A
decision regarding subject discontinuation from study drug should be made after the results from
the retest are available.

The details of sample handling and shipment instructions will be provided in a separate
laboratory manual.

6.6.5.1. Tuberculosis Testing

Testing will be performed as a combination of a QuantiFERON® TB-Gold Plus (QFT) central
laboratory test AND a chest X-ray at the time points indicated in the Study Procedures

Table (Appendix 2). Assessment of active or latent TB may be determined when both the QFT
and X-ray results are available. Local laboratory tests are not allowed.

Screening TB Testing

Tuberculosis testing will be performed at the Screening Visit as outlined below:

Figure 6-1. Tuberculosis Testing at the Screening Visit
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If subjects have active TB, defined as a positive QFT and / or positive chest X-ray, they will not
be permitted to enroll in the study, per Section 4.2.

Subjects with a history of latent TB, defined as a positive QFT and negative chest X-ray, must
have documentation of a completed course of therapy, as per local standard of care, WITH a
negative chest X-ray <3 months of the Screening Visit. In these cases, no QFT should be
performed. Subjects who have a history of latent TB with no documentation of a completed
course of therapy will be ineligible to enroll, per Section 4.2. Subjects with latent TB can be
screened for this study if they complete a course of latent TB therapy.

Subjects with positive QFT results from the central laboratory may not repeat QF Ts in a local or
the central laboratory; subjects must screen fail and should be treated per local standard.

Subjects with indeterminate QFT results may repeat the QFT only once through the central
laboratory. If the repeat result is also indeterminate, the result will be considered positive for the
purposes of this study and subjects should be evaluated for active TB via a chest X-ray. If the
chest X-ray is negative the subject will be allowed to enter the study only after completion of
latent TB therapy per local guidelines and provide appropriate documentation. If the chest X-ray
is positive the subject will not be allowed to enter the study and should seek medical attention
per local guidelines. QFT tests with indeterminate results can be repeated only once.

LTE TB Testing

Tuberculosis testing will be performed during the LTE as outlined below:

Figure 6-2. Tuberculosis Testing During the LTE
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Subjects with a history of latent TB will be monitored annually with a chest X-ray. No QFT
should be performed as indicated in Appendix 2.

Subjects without a history of TB will be monitored with an annual QFT and chest X-ray
e For subjects with negative QFT results, a chest X-ray is required

e For subjects with newly positive (converted) QFT results, subjects must immediately
discontinue study drug, discontinue study and be evaluated for active TB. A positive initial
test cannot be followed by a repeat test.

e For subjects with indeterminate QF T results, subjects must immediately interrupt study
drug, and repeat the QFT via central laboratory with an Unscheduled Visit (in <2 weeks from
the visit) and be evaluated for active TB. If the repeat result is also indeterminate, the result
will be considered positive for the purposes of this study and subjects should discontinue
study and be evaluated for active TB. QFT tests with indeterminate results can be repeated
only once.

6.6.5.2. Viral Monitoring

Subjects who test positive for chronic HBV or HCV at Screening will be monitored as outlined
in the Study Procedures Table (Appendix 2).

6.6.6. Imaging Assessments

6.6.6.1. MRI

MRIs will be performed at site when and where available. MRIs will be taken on one

hand / wrist prior to the first dose of study drug and repeated at the Week 16 Visit. Assessment
will be on the same hand / wrist throughout the study. MRIs will be scored by central read as
outlined in the imaging manual.
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7. ADVERSE EVENTS AND TOXICITY MANAGEMENT

7.1. Definitions of Adverse Events, Adverse Reactions, and Serious Adverse
Events

7.1.1. Adverse Events

An adverse event (AE) is any untoward medical occurrence in a clinical study subject
administered a medicinal product, which does not necessarily have a causal relationship with the
treatment. An AE can therefore be any unfavorable and / or unintended sign, symptom, or
disease temporally associated with the use of a medicinal product, whether or not considered
related to the medicinal product. AEs may also include pre- or post-treatment complications that
occur as a result of protocol specified procedures, lack of efficacy, overdose, drug abuse / misuse
reports, or occupational exposure. Pre-existing events that increase in severity or change in
nature during or as a consequence of participation in the clinical study will also be considered
AEs.

An AE does not include the following:

e Medical or surgical procedures such as surgery, endoscopy, tooth extraction, and transfusion.
The condition that led to the procedure may be an adverse event and must be reported

e Pre-existing diseases, condi